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EFFECTS OF PRESCRIPTION DRUGS DURING 
r PREGNANCY 



ThUHSDAY; JULY 30, 1981 

House of Representatives, u 
^ Committee on Science and Technology, , 
Subcommittee on Investigations and Oversight, 

# Washington, D C 

The subcommittee met, pursuant to c&ll, at 9 a.m., in. room 2318 
of the Rayburn House Office Building, Hon. Albert Gore (chairman 
of the subcommitteel presiding. * ■ *** 

Mr. Gore. The subcommittee will^colrie to orde^Childbirth is 
one of those special, miraculous events in l^gjbi^ffiose who .Wave 
witnessed it, beauty of the experien^ife^ovmg almost beyond 
words. * - 

Ana yet, too often in the midst of this joy, lies the profound 
tragedy of birth defects. Qver 100,000 babies are born in^this coun- 
try -every year'with significant malformations, defects, and neuro? 
logical' deficits. The health costs of this deep human tragedy are 
enormous, and the emotional damag? is beyoftd calculation. ^ 
, we do not yet know tfte causes of many of these malforma- 

,tionarand problems, we do know — from painful experience— thaity 
the use o^ some drugs before and particularly during pregnancy 
can cause birth defects. In 1962, thalidomide became a household 
word around the world. Thousands of babies were born /with de- 
■ formed limbs because their mothers took a drug designed to {ielp 
them through their pregnancies. The United States was fortunately 
spared the agony of this experience, through the cdtabination-of 
good luck aqd good work omthe part of the FDA. Nevertheless, the. 
thalidomide experience shocked the United States into enacting 
the toughest ^nd most thorough drug laws in the world. 

It is ironic then and sad, that 19 years later we need to be in a 
committee room discussing our scientific and policy deficiencies in 
the area of drug-induced birth defects. It is undeniable, however, 
that we have not made the same kind of major scientific progress 
in* this area that we have with other conditions and diseases. Some c 
of that delay is due to lack of research funds, some is due to the 
toughness of the problems, and some, perhaps, to the unjvillihgness 
of puolic agencies and private businesses to look the issues straight 
in *the eye. . 

Today, the subcommittee will hear v a variety of perspectives on . 
the subject of drug-induced birth defects and malformations. We 
will try lo evaluate charges by some of our witnesses that: 

FDA does not require the kinds of clinical studies that ai% neces* 
sary to actually determine the safety of drugs used in pregnancy* 
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FDA does nothing to enable women to find out about the effects 
of. drugs during pregnancy even when such information could 
easily be made available 

FDA does not do the kind of followup epidemiology studies that 
are necessary to clearly determine the safety of drugs in rjregnan- 

. FDA's system for retrieving drug information on adverse effects 
is poor and that this, obviously influences the quality of epidemio- 



_ibeling for physicians is not current, is. often evasive, and is not 
based upon the best information available. 

The majority of drugs given to pregnant women are not really 
approved by the FDA as safe for this use. 

Most people, and particularly pregnant women are not aware 
that the drug approval process is a "risk/benefit" process that 
limits the use of drugs that are not "safe" in the dictionary sense 
of the word. 

In order to examine these criticisms in a careful way, the sub- 
committee will want to discuss the state of the art in animal 
testing that forms the basis for the science of teratology, problems 
and possibilities in the emerging science of epidemiology that offer 

* hojiejfor better drug information in the future, bioethical issues 
that Continue to constrain us in experimentation and research 
design, and problems that : surround the issue of insuring the in- 
formed consent of botl^rnojhers and their unborn children. In the 
area of- informed consent, ! will be pa' Ocularly anxious to hear 
what the FDA .intends to do about patient package inserts. While 

, 'they may not 'be universally appHcable to all drugs, I am st ruck In 
this area- by the -good they could do4p helping -mothers make 
informed choip^s about which drugs to inflict upon their unborn 
children. V I 

, 71 want to make it 'dear th^t oilr focu^here today is constructive. 
Ttj^ubcommittee is interested in geein^rhat kinds of research 
aftflpolicy advance are possible, and what kinds^ of resources are 
P^fled J?y the FDA and industry to make those advances. It is 

- inevitable ^hat discussion about specific drugs will arise as we 
attetnpt to evaluate the issue. iV^re not in the business herfe o^ 
und/ijy concerning people. ButSf'we are to do our job; we must 
exainine specific cases that are troublesome in order to illustrate 

f- general principles. 

-As a society, we have no greater responsibility than to care for 

rt the next generation. In the research and regulatory environment 
sfirrounding drug effects^and pregnancy,, this responsibility way 
/hiean that 4ve need to give the unborn child a greater "benefit of 
the doubt" than we have in the past. x 

¥ Jrwoifld like to ask unanimous consent trjat at tfcjs point in the 
record the statement of the ranking minority member, Mr. Walker, 
be included and 'he will have an opportunity to present that when 
he arrives. He was unavoidably detained 

[The opening statement of Representative Robert Walker fol- 
lows.] 

Preparei\Statement oi- .Robert Walker 

Thank you. Mr Chairman Our hearing today in of particular importance to me 
because before 4 came to Congress I was trained to he an educator Today my wife 



still *orks with the youth in our schools at home The children of thn, tfreat nation 
are our pncelet* future Debpite all of mai-> efforts to achie\e mimortahn the 
truth remains that our children arc our one fragile thread toward the uncertain 
future v 

The human race has been >he recipient of ^incalculable benefits from the chemical 
resolution starting about the tune of the Second World'War In thus country we 
have become used to accepting without question a behef that each new product 
would give us fantastic benefit*, without hidden costs 

But we are learning that we were wrong In recent vears we have learned that 
the fragile humali gene train is at far greater hazard from synthetic chemical 
compounds than we nad suspected in the past 

I happen to believe that we have too much government We suffer from too much 
regulation We suffer from too much bureaucracy But this is an area where govern- 
ment has a supreme dut\ to preserve and protect the public We must do all 
neces*arv research We must know not onl> what tne benefits are, but we must also 
know what the risks are And then we must let the public know that information 

It the evidence toda> indicates .th^at we have not done that research that we have 
not determined' the risks, or, that we have not made the info-mation available— then 
government has failed the public 

It is not often that I quote Thomas Jefferson, but he was correct when "he said 
That government is best which governsNeast ' But there is a legitimate function of 
government in protecting the 'nnocent public, and none are so innocent as the 
unborn 

Life is not without rihks Safety is a relative concept Virtually evervthing we do 
carries some elc -nt of risk involvel Each of us builds a bod> of experience upon 
which we routmelv make risk analvsis in our dav-to-dav decisions But the average 
■ American ha> insufficient experience with drug*; and rmdical procedures to weigh 
the risks a^aini* the benefits which are anticipated We must depend on the 
information we are given bv others 

We fund billions in research and development We routmelv over-regulate in 
dozens of area. The charges that we. as a society, may place the unborn at risk are 
difficult to understand, but if they are true they will merit the immediate action of 
this committee to <ee tha,t thev are corrected at onre 

Mr. Gore I would like to call on our ranking majority member, 
Mr. Shamansky 

Mr. Shamansky Thank you, Mr. Chairman, No one has ever 
been gi^en a more pleasant task than I have at this moment, 
which is to introduce our first witness, Doris Haire. Dops Haire is 
president Of the American Foundation for Maternal and Child 
Health, a foundation established by her and her -husband John. I 
must say that John and I first met 34 years ago when we sat down 
next to each other during our first day at Harvard Law School. He 
has had a distinguished career and is now president of the Council 
on Financial Aid to Education 'afte^r having been one of the young- 
est vice presidents of the New York Stock Exchange, et cetera 
Interestingly enough, Doris Haire has pursued, her own career in 
the area of maternal and child health in addition to raising three 
handsome children. I think it is significant 'that the Haires know 
what it means to lose a child because of a congenital birth defect. I 
think that Dons and John have done magnificent work. They have 
gained recognition nationally 1 have seen Doris on the 'Today 1 ' 
program, among others I am delighted to welcome friends of M 
years here Thank vou, Mr. Chairman 

Mr. GottE. Thank y QU Before we hear from vou, Mrs. Hawe, I 
want to vvelcome the chairman of the Science, Research and Tech- 
nology subcommittee of this full committee who has had a personal 
.interest in these issues and invite him to join us in this hearing 
today, and recognize him at this time for any statement. 

Mr. Walgren Thank yr.u. Mr Chairman.' I appreciate the oppor- 
tunity to sit with vmj and learn about these issues along with this 
committee. I think a >"U are doing a tremendous service in bringing 



the parties that will be witnesses before these hearings together Iso 
we can all talk in public about the problems that concern us all 
and that we all seek solutions for. - + 

Although I. am not a member of this committee I am particularly 
grateful to be able to participate in this hearing with you. As you 
indicated I do chair theiJcience and Research Subcommittee of the 
Committee on Science and Technology and I am also a niember of 
the Health Subcommittee.- Through -that interest I have had an 
ongoing interest in the importance of carefully monitoring medical 
drug use in our country. Also as a new father I especially have 
been struck in these last 9 months with what it means to have a 
healthy newborn child and in looking back on my experience on 
the subcommittee I do believe there-^s more that we can do as a 
Government fe guarantee the health* and well being of future v 
generations. . 

Sadly the consequences of improper drug use during pregnancies 
4o have a catastrophic effect and not just on the mother t?Ut on the 
newborn child. The Food and Drug Administration often assures us 
they are monitoring all approved prescription drugs which can be 
taken during pregnancy but I think we have to ask whether the 
FDA is properly focusing on che impact of the drugs on the fetuo 
itself. The unborn child is at the most vulnerable part of our 
population and injuries to that child during that tiijie period are 
forever. For over a year I have been talking with FDA about 
handling a particular drug called Bepdectin. I think it will be 
helpful to talk again with the FDA about how they are monitoring 
the performance with the drugs so that we are sure the proper 
situation prevails. Bendectin is an antinausea drug prescribed to 
ease morning sickness in pregnant women and it is widely taken. 
However for. some time a number of physicians have suggested 
Bendettin may— and there is an uncertainty there — but may cause 
birth defeqts. Last September the FDA's own Maternal Health 
Advisory Committee concluded there was indeed a residual uncer- 
tainty about whether Bendectin caused birth* defects and the 
committee at that time — this was a ajmmittee of physicians — 
recommended a strong patient package insert as a warning so that 
mothers could evaluate this question for themselves. The FDA 
started to drafts warning which pregnant women could read for 
themselves but earlier this year the administration halted the 
FDA's" efforts. They did this in the process of a blanket freeze on 
ail proposed regulations the good regulations as well as the bad 
regulations. I am concerned that this administration through that 
inaction is sabotaging'efforts to warn women about tne potential 
danger 6f this drug and other drugs that may properly have pa- 
tient package inserts. No one can say and I do not know for certain 
whether Bendectin causes birth defects. The experts cannot agree 
oh that but under those circumstances the least we can do is 
• guarantee the doubts "about this drug are effectively comtnunicated 
to pregnant women so they can knowingly make up their mindsr 
abotit that risk. It is now 1- year after that recommendation came 
fnom*the Maternal Health Advisory Committee and still we have 
no patifent package insert. I look forward tq talking with the repre- 
sentatives of FDA and hopefully through this^hearing we will get, 
the kinds of mutual communication With the public that will in- 
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cline our system in the right direction. I apJKciate the opportunity 




to join vou, Mr. Chairman. 
Mr. Gore. Thank you very much. 
We would like to call now on our first jpfiess, Mrs. Doris Haire, 
who is accompanied by her husband. welcome you both and 
without objection the entire text of your written statement will be . 
put in the record and*we invite you to proceed with the presenta- 
tion of as much c(r all of it as you see fit. 4 

STATEMENT OF DORIS HAIRE, PRESIDENT. NATIONAL • . 
WOMEN'S HEALTH NETWORK 

Ms. HAiRE.-f would like to thank you for this opportunity. It is a 
privilege and most timely. ; * • ' . 

For more than a decade I have questioned the wisdom of the 
Food and Prug Administration's procedures and p<#cies in regard 
to how that agency evaluates and regulates the safely o^ drugs, 
especially those drugs used m pregnancy and obstetrics. N In my 
report to the -National Women's Health Network, entitled i"How 
•the FDA Determines the 'Safety' of Prugs^Just How Safe Is 
'Safe'?" which I submit for the record, I describe my findings. I 
prepared the repott as* much, for thg CommisSonerW the FDA as" 
for the National Woman's Health Network* I became convinced of 
the need for such a report by, the resistance I encountered from 
various officials in the Bureau of "Drugs not all bat many as I 
questioned them regarding the .FDA's evaluation of drugs, and, in 
particular, obstetric drugs. It became obvious that the FDA's inade-' 
quacies in this regard would not be blought to the Commissioner's 
attention by those responsible for those inadequacies. In keeping 
with my intent I sent a copy of*efcch successive draft of my report 
to Dr. Jere Goyan, former Commissioner of the FDA at that time, I 
repeatedly told Dr. Goyan and other FDA officers that ,1 would 
correct any inaccuraciesWn my report which the FDA could docur- 
ment as errors. No such documentation was offered. . 
* [The report mentioned ab|>ve follows:] 
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How theJFDA Determines the "Safety*: of Drags — 
. JdstHowSafels^afe"? 

Most Americans Jo not realize kvfata*^ JLns when a drug or medical device is designated a* safe by the U S 
Fuofl «nrt Drjq Administration (FDA) especially; tn cases where the dru9 is to Be taken by or administered to a 
* oman -Hinnjj pnq^ncy labor birth and t*matjoo There is too drug, whether prescription drug or ovecthe 
_ counter remedy that is without risk You owe ft to yourse'f land i| preonant you owe it to your baby I to learn 
as w h as 'fUlMf the drugs you tjbe ' } 

M**n v health professiorfh have not tw taught how to distinguish an F DA artroved um c* a drug fromJa -ion 
jt>provatl um Therefore hrfcHe_ yqu pu chase or take a prescription drug yoi may wrah to ask your doctor or 
pharmacist to let y3u reed the pecVarje insert o/ that drug If you are VotOitalued and your doctor is not available 
iJt the hospitat pharmacist to let you read the oeckege insert The pack aye ihWt is the drug information leaflet 
written and applied by 'he manufacturer and approved by the FjDA* Although writte^i tor the physician most 

consumers can understand the relevant sections i >£> * Indie**-'-*- — ~ ° 

ham Adverse Reactions etc I % * 



Contraindications "Warnings Precau 



Don t hentatt to quest ion- your doctor about, the risks vi the benefits ot the drug he or sh* may prescribe for you 
"r Our docto* is legally obligated to obtain your informed consent to* eat men t This require* your doctor to in 
fprm you of the drugs k nown Jdverse effects the areas of uncertainty' regarding the d/ug» delayed, long term 
ef feci* and 'the ncn^har mac ijtooic il!«*enves.to the dray 4 Since your doctor may not be aware of the inform* 
i>or> m this pamphleT you may wish to share with h*m or her the following information which •« presented in the 
for n of Nifwers to comnSonly asked Questions about drug safety * • 



A 



WHAT HOES -APPHOVED AS SAFE BY THE FDA" 
BEA1 IYMEAN* 

• FDA DOES NOT GUARANTEE THE SAFETY. OF FDA 
APPROVED DRUGS ^) 

FDA appru-aai >it 4 drug asavfe >lo« no* automatical* mun 
•hat >he lr„y has been subtect«d to a properly controlled scten 
t(t.c s>3K«tioft *nC follr* up of individuals exposed to the di 
arnl imeyeU .»tfects of the drug The Director of the 

VFUA -i "Wean of D-ugs Kas co/ifirme.1 m Anting V*»t the F OA 
ml guarantee tfj* safety* of any drug not evenfsspse 
«r tp whu h the P*DA fan officially approved as lafw 

• !)■. Ji >N-*flv AM ■ FUA OlFFFH ON DEFINITION OF SAFE 

. ■ ; 

When rh* i DA Jors ust the term uit the *^e*n( y joes nut 

• _t<* th«- uetiiiitums^ frr* tr u m harm or i^t"'V which is found 
' i t»t.f» U S Jrt.t>oiwiy Tjri,i>PDA!r»[«m safe is a r * 

twit' based nn <UU on the known nshs ar^i *hat the 
Ff)A -onvrJprs t" he Hsf* potential e'ivks and benefits ot the 



HOW C AN ONE TEI L IF THF FDA HAS APFROVED 
i * DRLG SAFF FOR A PAHTKTI Ail I 

J • ON l Y 1 HOSE USE'S OF A DRUG WHICH ARE MFNTlONEP 
•rf IN TH%) INDICATIONS <El TION OF TH? PACKAGE 
I * >NSfcRf ARE FDA APPROVED USES OF THE DRUG 
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m iyelf indicate FDA approval of trsat use It for example 
the section c f the package insert entitled Usage m Pregnancy/ 
Obstetrics mentions the use ot rhe drug during pregnancy Ab 
stetrics 1 tabor and delivery) or lactation but such uses are not 
mentioned m the Indications sertion then the FDA has NOT 
approved the drug as safe for us* in pregnancy 'abor delivery 
or lactation ) 



hug is mentioned 
rhe lndn.it ons s 



■i section ot tht> 
ctmn does NOT 



HOW DOES THE FDA DETERMINE WHETHER A 
DRUG IS SAFE* 

• ' FDA R5UES ON 1WANUFACTURCR S HONEST V * 
REGARDING DRUG'S SAFETY 

FDA now requires the drug sponsor ^manufacturer) to * 
il studiee liats mice etc ) and three phases of 
However the "manufacturer s dala on safety 
ted in good faith by "the FDA The FDA does 
ata to make sure the data submitted are,not mac 
idulent un'e«s ghere is reason for the agency to 



DATA ON SAFETY vVtTHH&i 0 FROM PUBLIC SCRUTINY 



f he F DA does not allow concerned consumer groups or respon 
sible ctti/ens to examine the design of the research study or to 
check the accuracy of the manufacturer s data presented to the 
FDA Witnout such examinafion it is almost impossible for 
concerned individuals or groups to effectrvefy»cha»enge the »p 
propriateneSi of the Nude's *tlesign or the accuracy of the data 
before the drug is approved by*the FDA ^ 
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. • FDA ACCEPTS UNPUBl'SMED 3ATA 4S EVIDENCE Of 
DRUG SAFETY 

Although The «r,eritifie comr^jni'v ^evxvn the vai>o ty o* ip 
fM> ,-h data which h«ve n3t twr tiitiiertett to rfvmv by lainlf 
*rth aqua' 0' <jr«t*r kr>owWri9e oe»of » puM'cil >r # 
ad Tiadtcal jooroai the FDA accepts unputjt.st m >W4 *" t the 
-n*nuf*.«dfif i*a> dene* id a.J'uqi w»ety 



• PROPOSED NfA lIHlv. * vV'i.' it i. » 

i * hmOlD'NG DATA v v N ,H t i..,a« M t . 

{fha PDA tapper's th* lM <H>OJiKJ Dr^a Re^.^t, > <\>'< 
and ttmd* b<»l» wh.,.h t enacted win td* I »%> |y 'he 

# tufaf s basic data on i**etv ai a- ?*»> vnr< ^ j ni rr 

* *i athet th«n F DA pieferen, * if en* tf.1 f- % • 4 , ^ 

information oerrnanenMy tvvund pubm >_ f-.y 



• DATA MAY fl£ riiASFD DbE TO ECONOMIC PRE^St'RFJi 

Dit* jitepf-*) by the FDA n tv -»#nte o» adr ,g t ta»etv m #v t># 
pfep*e«J riy researchers w*o ar> iff Ihe employ u' Of urn Jar 1 or 1 
tfect to the man u »jv!i4» o' the ftf»q of hy 'e«*archar 1 who ate 
™ em bars o* urgently r)epiitmer>n rece-vtio grafi or 0 ft» bo™ 
the<lrj(). njnu'«iu er 

•) COMBINATION*, f>F SEPARATE nRuC,$ NOT RFOo>R£D 
m TC«f TESTED FOR SAFETY «e * * 

I 

O^'y Siflqle t' «t}S i^e evrthiVte'J for appfovjl \<,rrmi,r .>-"ti nd 
do^i nf separate Ir^qs are n j* .i>i-J' < <u'«« 'psI to jf'» '^w h f 

artyei r^art Ori| by l^e F DA^ ( r"h« rfl'tim wh'~h afe k.i *v% ' 
to r* heffatbve or j"satp *pw*ver m^y « .,. P t nin>» "r »ivt H 

• 'he pacAage nn 

I 

• MAN V DRUGS BYPASS *DAS ACVfSORY i_OMMl t Tf fc*, 

t Mdny Jfuqi approved as «*> J'p i»ifJv*e<1 tu ^ypa« tnt- ie>'b»-ri 
' (iiii >f frie Outmie eKp*n» vv^o "iiln up ?tte FDA *h« f u- • 
"-itte^ 'eitJOpuhle <r>f t"\# -atagoty ot U„{j» uricer ..Tt'i "» 
J' tiji ■• f)4je*t'nn tj'l Ahi'e thp OL>tiite" experts »ie»'n 

• f *.ite*1 Uv hwnq jt prn ywh a'ty ei their fiart.i pat ntl r c D'> 
* 1*1 W Jt-nn% j^len* rn^ *ur 1w *in t rr#fc ,nq 

• rtJO DRUGS APPROVED A 1 r HOuT ADEQUATE 
Sf lENTiflC EVAl viA T (ON 

A jr^g rrtjy pp iPtff^ja^ a* lafe^'ir a ipeC'tn ui* merelv K *C3u*e 
'taa\t}f it S fnlUr t u a 0 >*, aifPfcty "i yie "*M*Tfft ever 100^3^ 
the j,ti 'it j», w<n "ever tutftLiexi to « p»oa#fi> t.oPtfj'*et) v_ieo 

•it r ,nyplt t|jt'Un (if^ftltfiw 1,1 ti> (i#t«f iti Uftty A^«f' , »d 1 

n^rriwj' t K | rip ^n'tef nun'eseji n < %fvi ''itJf 1 ' 



WHO DETERMINES THE SAFETY OF DRl (A" 

• MAKEUP OF FDA ADVISORY [_OMMi ' T J t '.iHiOT r < 
^PROFESSIONAL 8IAS )N UFi IS(UN MA> tN^ * 

Members FOA ji),i$^>f> ,urnfn»Ttm *h<i I'll y'H the ffi^f ve 
banafili *n» nvV, f a ctmq «ie mtiy ■ h.,-^n from «rt i *nk v ,ii 
the specialty *h-r h arlirir>-s4pf*s (he d'e^rfv ^ g^^<" »vh. h 
they are ^sfceO ^> Je''h#*4*e Srii1<v>> tio the >_^u»i ttt-»i ">lUi 1e 
a ba!an^ pi e*,^ *h > m.i^» ,teil w>th tK nl^nv. etti>u u' tr tf 
i'^Si up«1« itet t<er Jt«nn «»jmplf the FL>A , ^>mth»tit 

*rHt \,tie "s^pptjrt Dr^\4 A.twfV-ir, {_.,it- „ MiT i< jl-, 0j i 

e<>-| u \iye(y pf 4Ctei*hf>-, l( >t »g«st S N»<,< j < J tl , <"■' >fV ■ 

who deal w tl" *w >i* t**e ,er* u S *'^ ( > * » " ^ I j i i< 
«e#J rjtMtatr < dnefthrti* jf* hm| h 1 i <• il i t , ' „j| 

sdv^Of> i.<jt^mittee ** v * 

• * FQ4 ^ LUCTANT T J DiVlil ii( NA\ifc . , <> f >A tH ' % t «*» 

RF^>P0NSi8l F Fl.R APPR^^'iNu SP^ 1 * I ^"-L 

The FDA rerr>#tns jr>. leaf *s t< vvhetr^ t'MS « >Jt i- > i* ti 
re<ap«ted jPd obtitn«i j-ulef It e Frerd^ *i i'' I i!.>' t*Jt >i » -t t 
f^iMie,t'fiq ^^f^»^"^^^KJM tlu'i ,^h tifw j U 1 SenM v ,<i R^i i^x .i 
tutfv* ii mntp IrVeiy to tjet 'fii.'t^ 't y^o i ii» i tr ( f 1* 
^rvi ^ri.irf-vS i* y . if "jit^toi Repiii* > t jl v- T u>i' 1 w >t< _»<v 
if fi*wipjt» ' «V'il |W"'>A v yt'i rt t» 'hji ,»t >» ' • 



DOES Tilt FDA W\K¥ AN FKM>RT TO 

l>t TFRMJNF IFTHfRf \Ht l)H A> I- D \D\|<RS|> 

EFFECTS 6* DRU.S' 



' Si * 

iCC'EWTO FDA I 



WHO HAS AC< FAS TO FDA DATA ON "SAFF^ ^ 

* * > 

• FDA DECLARED DAIA Off jAFtT> \b TRADE S"tlHET 



e Dane". 



H .L'tl'^ 

li'h > jke\ 



Je%|nte lepvd'j-i Lti|ei_t Ohi Hy vjf i^Lii V.iefjl n 
tfe FDA totitfHiet to > Mvti'y j\ t> ule «Ltet: 
j\*U .'ii w">f v whw »i tt v naPufit 'u f u"'V",S 
rhe *3^y <i rfpiKu, »i l)l Ihe iJi t, Sjth ,< I, 
tfie iljtc iirf*iu*4hle' to ii'i'm *»j jrm. a^hp * ah i«it4<j' ' 
he'ie^f thpff- ir-ay riv »me<i n » ii.'.Vj " tbp lev li' it' 
I \\ t )y ifn M itp-y inf I id'f (j^he , i • \ , oi l=li»'»',te i ,iu 
,t ^it, t eiH A hn . «y » >ve lifon f,w#' 11 M t^t , v . 



• PUBLIC UStU TO OE ^ KMiNf Of t A> Fi' AHVf R c .f 
EFKlTSOF ORtJC^ 

Thr FDA ili itf^ »ii»l r.-q. ^ r>s D<irt i.« '>i»> ([•vifivjt pi,« f ^ 
»h#ma*ij'ji Tjf?< i' The lir^g . dr y tut i ^sTprvt.it i n 

toiitivV jf tfio.vM i j' v ( inrfif in re i*^ N.-f does tn* i\a 
Vjve jr>> .t^fi * t it| i % t-w t 'r nj i He« t\ n, f 

iS un Ihe indlk<»t 



Nefjjtue i '.ff-K- ft', 
. t"i j jt T n 0 .n.^-u ) 



(*-4t Mm, ^'e .<i " j f i ^ i 



ft ' w le 




3 




bYSTEM FOR (.ULUEC^NCj uA T A ON 4UVfH^F EFH.C T 3 
INADEQUATE « 

A» nvMJiyjftui the U S Geqeral A>.n>u'»tin<4 Office (the 
♦eUerji watching ag*r»(% o» »he FDA i (.mlir e\ .procedure* 
and >y»tf«"4 tQt.rni « rotable liHfep*tvy beh>vf*n 'he >Jataipt 
' r>y the F OA t *(vr^ taction 'rp<Mt<^ ivttf^> hat 

Jata *hih appears >o the piiDi.tfMHi i.tetJinie In ih* l«m> of 
or* fetal effect !f><: eJfeit a^wared /0 l,m« muro otter >t> the 
out.tii.led iifnd'u'f than tht- tot tder.r e not-ri hv the- F/)A 
FOA en.piarntiurtt f^or T^e'ncoinpfete 'tat* mctj^e nrt putt rv, 
»«e*Ch literature repo<U >«*n trv <>r"puter iyitem and ph v s, 
. iin leiovtifKf to report .e'vtftie ilfn'J re*. «■«»►->* | i 'h? Fl)A 

f DA RELIES ON MANUFACTURE*? FOR INFuRMATtuN 
ON ADvERsE* EFFElTj 
* a 

In fMwruj Iht! wtety _>* .(^^ jfr«*w.)y »• the F',atVel i r F pA 
twu'l to e'y ti the mai^'aA irer tu keep t»w »jen<. > 'W i 
'eqarti to the aO\erse effete >! n-HBudm t» ii>ttte* itdrittah'v a 
T-dnuiartiirer i^f'iul jrnHiii 'o 'epurl *dv«w 'ea< ! 'u ru» 
ff(K«) f berj* V* )f the p*'W*t}f'i'\ O* r i'^\ >f Valet af<tt o< .lKjahHi 
"v,!tmg ♦<iim If jq ,ntt . «l .n|, • y 



HOW DOES THE FDA HAND! F ADVhRSfr Rt ACTION 
REPORTS'* 



DRUf' REAu I 'ONS Ti> F DA 



M t Pi iR T A,/;tR^E 



' . ^ i» F [lA Jf ,p >, Ji g A r- t i il 



• CHANGING AN ADVERSE-REACTION REPORT TO. 

AN INQUIRY REMOVED MANUFACTURER'S LEGAL 
08t iGATlON TO INFCPM FLWfc j 

1 

T he fcDA <to« require .«n q m jnjfrft t -e^ «n t.lr with fhe F LJA 
ii *tv«Wv i'fiiq ie« tmn 'PiHi't^ 'p^rivwl ffinn v .h^in..iri^ Hnvv 
t^,«»r thp T,4Piif«ctijr»* t 4t\ <tvo»l tiimi} ^> h 3 *ppo* t if Jk^ ^hy^. 
"wn rjn ppf wiadft-t to rrnrgc > r^poit to jf\ Irt^i^i y »"*fm It 
•tK'iilin.j'jttirw * riot ( pqtj.r-nf [c f'lp w>tH m#FDA 



f DA, VAKES N^J REAL [F^?RT TO F AT I t?tT ATE PljSt If 
INOu'lHY OH HEPUrR T ! N(j OF A[>VERSE HEAfTluNS 



fr>»»FD'i io« /x" ,t<p 't D rn f* , h m thf ilt Xj , 

1 «M h 1 1 th* Ojr^p ^! *)«1i^5 ii thf F OA ilintiun r»>^p<)n 
fjt evjludt ng irw^J(.'i» -jfxl l^ffei t vrttrt' of fh* it ,4 t\ 
». I« t.» f,i<_.f.tltP r^jo't »q u* Kf.»-t^ ' ug tnjiJn>n ih ^ rn 

► FDA 1ELDOM FOLLOWS UP ON ADVERSE REACTION 
REPORT bv CONSUME RS j 



It j pat.fnt i«*<>of t> in »!,mr )i ,q r««< t t) . « ( the #jA • ,,t the 
L'tv. tun) j ^»ii> i > <ef..i« to pr-N ie 'he F Ufk ff the j"-* 
ttr'tt i rtifctttdi nrii the ^ {}A a* ' »to4'ty r>.tt frit <-«v iSf jn ! 
(>ve^t g«t« tnc n> ii,rr#*-i rcptw* • o ,,h*^n j ">>{.» if r » . 
•>u*)'I*l at *\.)» li v*e Ahat Y lu jn D u LhKW g 

WHAT IF A PmficiAN I SEN A DRIG FOR \ NON- 
APfROVEDlSE*» 

• PHYSICIAN IS FHEF TH I'sE.l/Huij'lN \*jAY , NOT 
APPROVED As SAFE R> F l| a 



I hr F UA Ldnnot pi h.b>i j jhy- 
>H>I JWrfyw«J 1 v tht F OA 

hU «M i'it<r T !h t jt a jr s ^ .uii ippf ">,«! 
jf ft-t 1 th e , ,) V r r 1 tte. >i< >i> ^l-Wikl 1 t ^atto'^ jr iv 



t» f ev#< t uf ■)< uq 
,«t t T the F f)A mjy 



( \N ONE TRVST THr . INTOR M AT W>N IN THc 
"PACKAGE INSERT *• / 

• FAfsAGf iNSE ri t IS I^MiTTrN B> THE MANUFACTURER * 



In ! M- rrajuF^v of (.ase^ "tattiin -n the parkaqe insert >t 

at ttw h y the m 1 jn L ,tx*i>i« The text >t Itvn vhiTutted tr, ttv 
> OA and ,f d«tt jpp<v>pt ate the tent it approved hv the 
t L /A Trt* f«tilt ,1 t'tjt tha tp«^ uf rn#r>v Dackd^t <nsefts tespe 
< i«fly IrXii# Iriiyi ^ietJ utufefrtcM apfje^rs to D* pufpOii|y ar> 
h(yu<«uS nvVn JiVuMinq the ,tr, 4 t !inov*t> afrverV* #M*<_ti tf'e 
"^rt-nt t tki ami *he 'elevan <liejs ^ ) fH_e»t >my teqar I rnj 
the JeLvi .ii-hj t#iTi elfe« ti >->f th«' l» un h .nufi leve tipment 



( INft >RMAMON !N INSERT - R* t RE 1 V 1 !jHHf N T 
e * * 
A*tetr- t x ! . FDA tl.Ml'd «r E mi t- «t.„ »h« uhi'r^A rut . at 

nxlu f , i.rn- 'nfufmatioti njuwvn 'PK}jf.}n->^ j Ji j<l Jt .f %*• 
[tfeitj '1 'T!jy v edJ^ la'iitf ' tat nt.nr<( (m j H) *oi^ m if^ 
kd'je 1'itft t t 'f 1' -tppertf s Ht .if , 

,i OA ,;tt )L «i hjve pubiitlv adi tv jvv le^qwi 'njt t ^ nqniti^jnt 

jr^j^f rf >ur titty uf advtrv iJr tr^ »!, ^i by phjm tan* p» j u w 
uf tcjr jt i!tr>a!jun ',>iltrw nq s»i'h Tt-poMi Yet tr>* FDA i_on 
' ruii It 'ely w fruo'f* trttm phyWtijri j,trj nrfflufai Inter % Ji 
ifS* primai y vjijtps ,nim ,n rof the. pacHaqe 'ftseft Tf>e 
FDA * other^«n.» e uf inftirmatron ii j»tn Ie* [Hitjt,ihe«l in tft* 
T^it^hi.dt jjnirna'i r^Oit r/t vvh. t h appt>fr a year m rrvuf after 
rrsei»rrh ttndings jte kn«*n UrtfurtBitalely the *< thOri uf the 
jrttcle* tpnd to reflect the biai tail (ear of hfujationr »hown tt> 
rrw fmhrji iou< ■ JlTv *hn.h it>t>'i4t»» or u s*»^e<< by the |Ot.rnjl 
In vtt* tmn rr>ary ji,|hiiri et e ve Fe«swt h grant* arwl rithrf re 
niun^fattori tr ji' the ^er r ,lr iq -amoaniei Ahoje prrwi t ,» tc thf< 
Luh'tih art,, 1^ adtnit 

1 INSERT* ^AuIjE t)\i)AIE OF I AST FDA REVIEW 

If e FOA h 3 i 



«n rx tt tr Oentftv W»e <Ijle (yTirtttxl on Ihp [vx k 
r>ithf>i thf iljtf ,tf the last >-pi»>t of ttw ir> j^t 



ERIC 



\ 

\ 



o» <h* dm ol the IM FOA ,tv«w of ih, reiee^h^aia on the 
dru» The rtadei of ■ pacta* mMrt therefor* h«no**v of 
* nowm, ■! tfw package miert reflect* th» current state of know 
l«Jfi retarding the drug 

• NO SYSTEM FOR RETRfE VfNG DRUG INFORMATION 
ACCORD INpffO USE 

' Th « f0 *> »»0 reedy mean* of identifying thcnw drug* which 
t hat epproeed for • apecif k um (such u fee high blood 

pTMHjf« d«abet« obttetrcs etc ) according to the Office of 
Con earner Safety Th« F OA h*a choeen Jo store drug inform* 
y t<9n lts computet «ccordmg to the drug's e*wx ^hamrcarl 
name and by the mwy'*-h,ra s trad* nam* but r it according t 
* «*«*««n lepproved u«l In other word*, the F jA hat c hr 
notelo tmr* in th* compter that mformatio.1 which CO u»d Kian 
, *heth*r a dr jg haa or ha« not t«ft approved bv th* F OA «u' ' 

a BMlk uH 

eA OA DOES NOT Ul c TiNGUISH BETWEEN EXHAUSTIVE 
SCIENTIFIC INVEST |G AT iON AND CURSORY 
EVALUATION IN THf. PACXAGE iNSER t 

The F OA ha* provided nu system >o enable the reader of me 
lockage .nsert to c", bnguish between those uses of the rjr u q 
**.ch *wv* been tubjet^Ml i a a contro.lad ic»entifK investigation 
evaluation and F DA review before being approved as saf e by the 
f uA and thole use* «f tne c«, u g approved as safe by the F DA 
a'ter '#fat<veiy h.per»KMi 'est inc. and teviewjor becaov the cfroy 
ii a ■* <l« tu a jr u g *if early on the <i)arkct 

CAN THE CO*Sl MFJt (*ET TKE PACKAGE INSERT" 

• f-OA OOIET REGARDING CONSUMER ACCESS TO DRUG 
INFORMATION 

Th«re t* no state or federal law which prohibit* the phermertst 
«wt giving The L(mu m# the package .nsart which romes *n the 
artun at prcicr.pt.on drugs However the F DA hat made no 
significant ettort to tntorrr the puhl* that this m formation ran 
legal! / be marie available to cunsumers by pharmacy* or that 
wme information n the package insert ran he found in the 
FMVStCANS DESK REFERENCE l uu . H | ,n mnil libraries 

Tr >* enactment ol state laws ,ecjotf ing the |,cens«i Pharmacist tu 
n* consumer the ^hx* tuhity to re* I or <.op v the packai^ 
v-4W* jf 1*w prev r*j )( j i> tiur tt j fMifrhw wnuld h#ip the 
- >"*i'"« tu ™*ke » mnre ,,*urn^ed JeciS«>n at to Ahethe* tu 
1*4 Jf turegu the df y ( 

• pharmacists arf hequired tosuf^ly fda 

APPROVED PA? if. Nl PACkACF 'NSf HTS iPPlsf 
WTH4U ESTROGEN DRl ~,S 

T > ,t#te th* f DA has nojjaken p.^it.ve action ags,n>t phamn 
-.Mi ah., t^.t -u .omyiy ^.th the •*« In the *vr>nt of Jrug 
nitu«ed .n,ur¥ 'Se pharn>* ist s failure 'o brotett the tomumer 



from 
brought 



i«rm may ttf«ci a court s decision if a lawsuit should be 



HOW SAFE ARE THE DRUGS 
ADMINISTERED TO CHlLDBE ARItfG 
WOMEN? 



I MAJORlT i OF DRUGS GIVEN TO PREGNANT WOMEN 
NEVER APPROVED BY THE FDA AS SAFE FOR SUCH USE 

Although Jortns ofdifferent drug* are prescribed for or admin is 
tared to women during pregnancy labor birth and lactation 
approximately 12 -have actually been approved hy the fO/ttr 
safe for Such us« As mentioned on page 1 'he tact tt^at the 
package tnsert mentions usiof the drug during pregnancy labor ' 
bath and lactation does i ot rrwan that the FDA has approved 
the drAg as sate for such u - «Unlew the specific use in preg 
nanry/iabor birth etc is mentioned in the Indications section 
of th* dtugs package , n srrt the F DA has NOT approved rhedrug 
tor that ourPOse , 

NO DRUG HAS BEEN PROVEN SAFE FOR THE UNBORN 
CHICD / 

Tn* Committee , n btugs of thj Ameriian Academy of Pediatrics 
has uu'ionni that there iv no drug wvnether an Over the counter 
remedy or aVescription drug whirh when taken by jr admm.s 
"* to a ihildoear ng Aomjn has heen proven to be without 
unborn infant 



NlfFDA REQUIREMENT THAT OBSTETRIC DRUGS W 
PROVEN SAFE FOR TH§ UNBORN CHILD 

The cntena u5 «l hy the FOA to determine the relative safety or 
risk ul an ohstetr «-r elated drug {a^ffug aifmimstered to wnman 
dufinq labor and deiivery} have nut included a requirement that 
the driK; he proven sate for the unborn child enposed to thedruo 
in utero un the wombl None of the methods currently accept 
ed hy the FDA to evaluate the effects of drugs on the offspring is 
sensitive enough to deli--! subtle neu.okjgic damage ie learning 
disability minimal brain disfunction dyslexia hvperkmests Per 
ceptual handicap attentiortal deficit Disorder* etc 



FDAS ItlOGKAL CODE OF ETHICS 



FDA has tdken the posdiun that i 



uneth.cal to test drugs 



■ pregn4nt women b> medns of controlled clinical tfidls acd 
'dVov. Yet thi* FDA approves the u se of, drugs as sale for 

inarum.r g (iregnancy labor and birth without f«KJiring an initial 
ur shhseguent I ting term < ontfnl'ed follow up on a limited num 
ber o*^he exposed offspring to determine if there are delayed 
adverse effects Of the drug 



ERIC . lj 
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\t ThM OtO NOR NEW OBSTETRIC D«UO§ (AND 
. t VI. fcS ADEOUATttN TfcSTEDFOR SAFETY 



• OUTVODEO METHOD FOR ASSESSING NEWBORN STILL 
ACXEPTEO 8v f OA/ 



if th »* t»w d-^gs ipi>»o»*! by the F 0 A as sett for use in prey 
* b<» . j<».« ub»teti ii 'her* li no evn!ei»,.e that the F OA pfiit its 
•n-i^or. on »hf 'mSis fi» jppropnate proper?* controlled srienti 
'« n„«su.,a XJ n n h. <naAs The vafiiy of many old dr g» 
i.f > <>fK«etr,i s t. djy Art defc*ajjafu.d by Study, rfq ejects 
,t to*- 1rjq jn nen post^rnopausil ^nm and one Tir *u£n*"* 
t""rt *w « it^iitj jntfr ais jrn er%nvol3t ng thns*. effecfs 

V * 
« ,>t.j itipitiui-1 thr FDA dues rtut require [koi In 
u»g 'of »it>M#T» e us* 'hat 4 lontiolied mves 
•O'iUW jp-SV i-ariied t on rffarm expos 
l thereafter re'e'red !o js the exposed off 
nt<»w u( !?\-*nti«jl m order to de'ermme 



H of I 



i . rig j,.<i t. 
' gj'i n jfvl long t«* 
«.« tu tr-. r«rirf) .n v tr 



■"■"'I r' * ,# jg ^Jv *>jv* 'atei't Jeldye.1 long let ri aO/etSeef 
n the MjbSrtlnfilt p/iym*! fi«.riir>9irat jnd nrfiij! tlevel 
' >♦ the f»p<nMl 'M>prmg The f OA does r 
«r jT «jr westiUrftn n »r*l ff Itoyy up he • jffTei J u til 

• ,r « N er i effer', it trv (tug Oh O e o'fsr. I mg o» 
j i , AN # dp, r ,1 „j,r ,y terr ,i J il to tfMt of ht.man 
«*' «■ lh»* f OA int./. v e» th» t/u9 safe fur w^e as jn 



»L,I.ImTL" . jNCONTROI LED DATA 

* ro ... t .>! jrouu uf hfjtih^ jnrn«1icat*d 
r .n t . f . lijt.uutivt Pm naial P otft.! (1953 

r tM><* tM«t KJ.J Hit Afl h ti) mediufe devtdtior^ 

tf )t-vri j, " lf "-r tr the of*sp#'iiu the U S 
f j«5<) H ( .inif> rfji^s 4 iKMheFrj>* r.mfin w e 
j tthn ' rf/i L »t<t./.n.j . tofe cm fill A „inti*( L 



» 1 ~jPR 1N<. 



t ,v . At , ORATtLV D c TC RMIN1NG THE 
w A N.J Of AN OBSTETRIC ORLlG F Ofl THE 



/ 



ti tAj! i. * ii ^ J ,\ m turpf i if ubitetnt-diuqs 
I r- - r i» c tfe< k of thui 'Ir^fj, an thi- iuoiequnrtt phy^t 
■ jq . levelt [imw, nt tnr^xuUMxt uff»i' r *tq n*ynn<1 
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Non* of tr» current method* accepted hy the FQA as evidef%c« ol 
JNl* ^>ave tieen proven effective in determine a drugs more 
flyimorphogwK: properties the ability gt a drug to cau»t tunc 
tiona* or Strmtural abnormality The FDA has traditionally 
ronjidered the offsjrtiog to be essentially unaffetted by drurj* 
ddmmistered to the mother if the infant scores 7 or above (on a 
•>^^eof 1 01 on the Apgar Stale at cjn* minute after birth The 
Apyay Scale rates two points each for normal (a) h*#rt rate, 
(ot respiration \o m u ic)e tnoe (d) response end (eJ sKin rolor 
The ijtin^ <s erode and subiecr to hia» since frequently <t is beted 
on the opinion of those responsi t*. for the infants defrvery 

The American Academy of Pediatrics Committee on On& hes 
cauuo^fj ,n *' Th * A W Score will identify only the most cross 
0m\yi Pafcirolegir dysfunction or bram^emege A follow up 
^the Narliysal Institutes of Health of over SOQ00 children re * 
jnonjj |he children subsequently found to have 
reretoral Hy «3% hed Men diagnosed as normal when they' 
were to*ch*e«1 from the hospitais newborn nurseries 

s 

f-'JA IGNORES ITS^)WN GUIOFLINES FOR EVALUATING 
NEUROTOXICITY JN^tyyBORNS 



FDA s 



tuiWfns^fo 



v s own guiatif1t\fo» the evaluation of tirugs used in 
pregnant Aome" ar>d in children* note that drugs circulating in" 
the Dloodstteam of the newborn infant i_an penetrate the intent s 
bram Drugs trapped ir. ti« infitil s brain at birth cjn ady«rsely 
affect the rapidly developing nerve t irruitry of the brain jnd cen* 
lr,i' nervous system by altering the following brain processes 

I j) Ni»uronal ma uration tht rate at which the nerve eel's 

m the bram n atuie 
lb» Lell differentiation the process Dy which the brain 

cetls O*ve'op irnt vidua! characteristics and capacity to 

tJrry out specjf>c runctions 
b* Cett migration the svocess by which the Drain cells 

an/guKle»1 intr then proper place within the brain and 
= central nervous system 
i il Dendrite arbott/atmn the interconnei.ttng of the 

branch liiVe w 2 fibers as the circutry of the L>rsjin is 

tormed . 

(el Wyeiim/ation of -neive fibers the forrAing of en intuit 
ting sheath of myelin (tat like substance! around the 
nerve fit^rs This insulation helps to assure thet the 
nerve impulses tht' metseqes to aixf from the brain f 
witl travel their normal route 

Any ^Iteration ,n the development of ,ne inlncately complen 
lerwe circuitry t)' the tirim has the putential for permanently 
altermg the *<iy the br*in processes jnd responds to tnformarion 
Yet the FDAtJoes-not require the manufacturer to state m the 
pat kage insert the tat,» that the delayed long term effects of the 
drug f) n the subsequent neurologic dpvelopmtfnt of the' exposed 
of (sprang are unknown « 
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The implication of these chahges in brain ufcuitty were Succinct 
Vpm»\#i by pr Donald Tower when is Director of the National 
, Institute of Penological a<*U Communicative Disorders and 
Stroke he cautioned 

It rt the biochemical circuitry ihe biochemital 
messengers and the relevant nerve cells in Ihebrairi 
that form the bests for mankinds behaviof » 

• CRITERIA FOR EXCLUSION PERMITTED TO BIAS 
RESEArs^H CONCLUSIONS % 

The FD£ appears to make no effort to evaluate how the criteria 
for ** cluson^ (reasons few excluding an inf»nt,from (he group to 
b/ testdb) skew*fhe finding* of safety m regard to the infant 
For example many -studies of FDA approved obstetric drugs ex 
eluded from testing any infant born to a healthy mother who re 
cwved an epidural block during labor if thai infant shttyeo^evi 
dencc of pevere intra uterine trauma and/or* an abnormal physical 
* o* leCfotogic condition at birth or du r iitq the postpartum period 
(the first days of lift) These exclusions ignore the »#ct that the 
trauma and abnormal condnion< observed m the mfjnt could 
h«ve oeen caused by the drugs administered to the mother during 
labor and birth 

WHO DETERMINES THE "SAFETY" OF OBSTETRIC 
DRUGS IN REGARD TO THE IN' BORN INFANT* 



obstetricians not pediatricians decide 
safety of drugs administered to childbea 

WOMEN 



■a 



HOW RELIABLE ARE THE PACKAGE INSERTS FOR 
OBSTETRIC DRl*»S?, 

• fOfi PERMITS MANUFACTURfcRS TO IMPI > THAT THE 
VAJ0R RISK TD THE FETOS*lS LIMITED TO THE FIRST 
THREE MONTHS OF PREGNANCY * 

The FDA permits manufacturers to use statements such as This 
drug should* not be taken during the first three months of oreg 
nancy 01 words to that eitect which imply thai the fetus isal 
^~'t- for yertous adverse druq effects deliy if the moth** ■• 4iven the 
drug during the first trmiestfr ofj^regnapty v 



While the furmation^f the «etal heart and othe' internal ^rgans i< 
relatively complete by the en.t of Ihe first Wee months the fetJ 
bftmeand the nerve circuctry which make up the fetai Lentral ner 
>rous system (CNSI are .leveloptngwerv r apidly Ground the time ul 



birth Therefore Ihe brim and CNS u f the f^'us'and n 
in^iit are vulnerable to drug induced damage at that time 



whom 



It is well recognised that it is the fetus and newborn 
are most vulnerable to Ihe 'Adverse effects of obstetrn/related 
drugs Yet the FDA rtiies p narily bpon its Fertility and Me 
tarnal Health D runs Advisory Committee (FMHDJ comprised 

^jjfniially of oantetf icians for advice on the safety of new drugs 
jnd also of dregs rurrently marketed few use in childbeating 
women No expert, specifically concerned with the effects uf 
obstetric drugs nn the subsequent development of the exposed 
* offspring nor any interdisciplinary consultants regularly dttnnd 

Mhe FMHD Advisory Committee meetings 

The obstetricians who make up the FDA s FMHD Advisory Com 
mtttee are aware that it they recommend that the F DA remove its 
approval of a dr jg used m obstetrics they will increase the possi 
bifity of malpractice litigation for themselves and their colleague* 
who have hag^ trouble with the drug Their own interest 
works against therr recommending that the FDA remove its ap 
proval of a drug for use in obstetrics unless there is blatant ev* 
dence of danger » 

• FDA REFUSES TO ESTABLISH A PERINATAL DRUG 
CDMMITTEE 

The FDA hei no advisory commit lee or department which has 
the expertise to evaluate the effovl on the child of drugs used uNv^ 



EVASIVE WORDING PERMITTED IN PACKAGE INbERT 1 

Manu*actuicrs a r e permittea lo use vforling m the oackaje inset' 
which implies that a setiOus advets* »euction lu the dr j« yvill 
uciur in the mother the feins ui the newborn infant only if the 
mot'ier is hypersensitive to Ihe druu. In une lecent study 
one ou< of every four infants whose mothers receiver! Only bO mg 
uf meperidine tfunng latw (considered hy m/iy lo be j mining) 
iJnsei showed sntn> of neurologic riepressmn at turth 

The FDA permits mam.f acturers to state m the oatkage insert 
that a drug has no significant effect on fetal developniem tor 
words to that effect! everf" though the manufacturer has made no 
effort to carry out and the F DA has not required a'contmlled 
scientific invest igatior- and 'ong term follow up of the exposed 
offspring ta determine whether, an unserved effect in th« newborn 
is nr is not significant tn%>e child s physical and neurologic deve* 
opment . 



I MANUFACTURERS PERMIT I ED TO BURY WARNINGS ON 
$ERtQUS RISKS 



Another example of evasive worrying permitted manufacturers by 
me FOA is Ihe statement ^tjj»> «rse in pregnant women other 
than m labor has not tieen estaTan^ed (o'^ortjj to that effect) 
Such a misleading statement implies that the drug has been 
proven safe for* use during labor wh»ij, tn fact no such proof 
exists \ 



The FDA permits the manufactuer di a drug frequently u s«j 
epidural bkKk et\ to note some of the druq s mast serious ad 
verse effetts 'jrtder tne section ol the packarje insert entitled 
Aiiergtc Reactions fa/ removed from the section entitled 
Usage in Pregnancy or Use in Oosletrics under whith such 
advei se effects should he noted 
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pregnancy arid' or obstetjici The F DA hat refused repeated TirvfW" the section Usage m Preon*nc 
appVls to estabhsri a multidiSCiplmary p natal drug advisory 
rommittee tn consider the effects i,n the (.hild of drutjs admmis ^ie use m pregnant women other than 

♦wed to the mother during pregnancy {lartuntirin and lactation labor has not been established 
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One has ;o loo* much fe/thefon in the pec*** , n s«ri under ine 
section Allargic, HtKtions to torn of some of the risks in 
votved when the drug rc UM d for epidural tod caudal anesthesia 
Under 'AlkfrgK Reactions the text reeds 



P 



Reactions fallowing epidural or cauCal anesthesia also 
may include high or totai spinal block, winery reten- 
tion •«;*) incontinence loespf per, nee! sense t on and 
sexual function persistentfftnalgeste P**sthe*» and 
paralyse of the lower extremities .heexJacbe and back 
ache and slotting of labor and increased irx id*nce of 
forceps delivery 



PoX officers responsible for aporoving and overling the Vug 
and lit package insert permuted .he manufacturer to nore these 
serious advene effects under the section headed Allergic Rear 
tions J hey continue lb permit such inaporc xme placement 
of this important inforHlahon tong after the situation has been 
brought to the* attention * 1 - 

Despite the growing concern that regioqai block aneStfcesia 
(epidural spinal etc ) may be contributing to the rising rate' of 
cesarean vaction m the U S the FDA h* made'TsoSijor' to 
.nvestigate whether region ai block anesthesia increases the need 
fbr cesarean sen, on Derformed because of dysfu-Ktonal laboi 
and or fetal distress 

• MOST DAhfcEROUS EFFECTS OF OnSUTRIC DRUGS- 
«♦ FREQUENTLY OMITTED FROM PACKAGE ,'nSERT 
\ 1 - 

Trx^s of tne gag refle* is one of the most dangerous effect* of 
obstetitc drugs It the drugged mother retches vomitus or gas 
trie Muid and her gag reflex faifs to prevent the ac,dic cauitic 
substance from being inhaled into her lungs pneumonia or a life 
threatening condition %*J|id aspiration of vomitus can result 
This condition can alfcroccur ig the newborn infant whose neuro 
logic system iSyOtpressed by ,ti mother s obtte*r ic drugs Yet 
these effects are not mentioned in the package insert of those 
drug* which can cause these hazardous neurotome dysfuncttens 
"' (A^mimstwing ar antacid to the mother dufmg labor will reduce 
the a. xfity of her stomach but can create problems in itself I 
The true^tnetdence of surf oca pem or chemical pneumonia result 
ra fror^ppiration of vomttus is unknown Death rerti'icrf'w 
a»e not alwa/s specific and physicians are leluUant to report 
* - :h pecurreo^s tdthe FDA 




notr-e/kwV dangerous but unmentiorvd advers* effect occuts 
whenJjB obstetric drug is inadvertently ,n,*cie<l ,nto thf moth 
loodstr^em into the wrong area of' her spin* or mto the 
i The result cV» he j neurologic shutdown for the 
mother or *>er babf Yet She rAanufacturer is not required t 0 
note this ver\ real possibility ann us potent w 
kage insert r 
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These dangers are intensified if the anesthetic agpnt or block i' 
admmisirf«l hy a ni^se anejtheost when no physician is present 
to handle a sodden drug inducefl emergency * 

i ilM*E OF FETAL EXPOSURE TO OBSTETRIC DRUG NOT 
REQUtRED IN PALKAGE INSERT 



With rare exception those drugs administered to the mother dur 
tog labor and delivery rapidly filter through trie placental mem 
brapes and e~ter the fetal circulate and brain Thedrugsand 
their metabotites whKh for some drugs are equally hazardous 
continue to circulate in the fetal 0*000 brain" and other crgam 
during labor and for several ho>rs or days after birth 

Yet drug manutpturers are not required to not* in the package 
insert the average lapse of time between administration of the 
drug to the mother artf the time the drug enters the fetal circula 
qon Nor ne they required to note, the number of hours or c<ays 
the drug and its metabolites can still be n>»ected in the blood of 
'he newbwn infant This information is important to pediatri 
nans and others caring for and prescribing fo/ the newborn 
infant 

» • 

• BIOSjJMEMICAL FACTORS DETERMINE DRUGS EFFECT 

The effects on the unborn child of a drug admejustered to or*> 

• taken by the pregnant or pertur en' (laboring) woman depends on 
many factors fal the skill and training of the hearth care pro 
wider' lb) "me type and quantity of the drun ( c \ wherrVxJ how 
often tbedrug is administered Id) the condition of the mother 
the placenta and the fetus when the drug is administered (el The 
interaction of the drug with other drugs, etc If all bxichemical 
factors are favorable the development of the exposed offspring 
may not be affected or 4t least not to any drxermWe degrees 

. Unfortunately it is impossible to piedetermine how an individual 
fetus wih be affect'ed f>y a drug or combination of drugs admim** 
lered to the pregnant *ojnen $ 

CAN ONE GET A LIST OF THOSE DRUGS WHICH* 
HAVE BEEN APPROVED BY THE FDA AS SAFE 
FOR OBSTETRIC ISC? 

• Fp*A UNABLE TO SINGLE OUT THOSE DRUGS THE * 
AGENCY HAS APPnUv tD FOR USt IN OBSTETRICS 

Uttil recently the FDA did fwt^ppear Jo show particular concern 
regarding, 'he adverse effects on the teturof^the various drugs in 
gested by or administered to pregnant and parturient women 
Efforts to obta - from the FDA a dst of ohstetric related drugs 
which have been approved « sate for such usf by the FDA have 
proven frumess » 



WHAT ABOUT THE FDA'S NEW RISK 
CATEGORIES FOR OBSTETRIC DRIGS' 

• NEW CATEGORIES OF OBSTETRIC -DRUG. R<SK TEND 
f (fcGIVE FALSE SENSE Ot SAF ETY 

The FD* has established live categories to indicate a dr^q s 
potential tor causing birth defects However even drugs in 
Category A (the ^It^ory of least risk in which well con 
trollnrf studies m women have failed to demonstrate immedt 
a»r risk to the fetus) have not been tested to determine whether 
or not there are rlelaved long te»m r'Sks m 'he physical and 
iftjroioqtt deVelopnent nf the **pOsed offspring 
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> MEDK?AL 



The FDA cautioned ayatnst the unnecessary use of ultrasound i 
ohftetrics in the o'tmal Federal Regis.er ivo' 44 No Jl/ 

4542 954t> Feb 13 1979> FftA offi.er Or Mirg 
f^nkei summer i/ed the FDA s concerns * 



\ 



animal shidies have been repo'ted to «$ve4l 
that diagnostic levers of ullrasoufjd cause a delay 
m neuromuscular development altered wottonai 
behavior EEGTbram vnavei thamjes anomalies 
and decreased survival 
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WHAT ABOUT ULTRASOUND AND « 
DEVICES SUCH AS FETAL MONITORS^ 

• SAME FLAWS SEEN IN FDA/REGUL ATltbN OF MEDICAL 
DEVICES ^ 

* » 

Tht FDA has approved the u$ e of ultrasound thigh frequency 
sound) for fetal «njyy i sonogram I and momtonnq during labor 
without requiring manufacturers of the devices to advise the phy 
swian and tne patient that the delay** tong term effects of ultra 
sound or the subsequent devetojnwwU>f the fetlis and especially 
on the ova of theferraie fetus are unknown 



Tht FDa/«s cautioned that ultrasound should not be used rou 
liiiety -i but only when therr ts a weird medical indication and 
shourd^fct confined to the lowest exposure levels consistent with 
obtaining essential diagnostic mformettc^) Ya tht FDA has 
chosen not to bring these observed effatls to tht public s atttn 
tion yit the FDA Consumer magazine orpy news release 

DOES THE FDA'S MAGAZINE FOR CONSUMERS 
DEAL TRUTHFULLY WITH THE RISKS OF ■ 
AJTROJf^D DRUGS AND DEVICES? 

• FDA MAGAZlNFFOR CONSUMERS WITMHOlDS 
INFORMATION ON R ISKS 

The FDA Consumer magazine prepared and published by tht 
FDA frequently withholds from the public information on the 
serious, side effects risks end pertinent areas of jneertatnty re 
gardmg the drugs and devices discussed in articles which appear 
m that publication""*" 



pTh« information m tfm pamphlet may be disturbing, 
» I but it is tnformatroo you wilt nmd for makmo mformad 
I dfjctwons ragrKding your health cart 
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WHAT IOT CAN DO 

t For ,ntormatiOf\ regarding a specific drug jsk. your phys« idn or 
pharmacist fo» a ..opy nf the package msert i> ronstdt thePMY 
ClANS DESK REF EaENCE iPDRj at your pharmacy or local 
h&raia The informanof n ir* PDR is the same js tha' >n the 
package nsert *hH.r> ■ . wt ifen by thr manufacturer and app/ov 
«l by the FDA 

1 Check *ith y'ou' pharmacist as tOIhe mte- jction of Ihedruq VKfth 
foOU beverages or other r'rugs you sre Ukeiq 

H 

3 Cherk *ith your Iota' iibraiy.for consumer Oriented booi s whuh 
discuss rleug actions and interact k#»s ',e T he Peopfn Phdf md 
r y P.lis Poht'ts and Prof.ts . n and the Crisis >J V x 
Hormones etc f 

4 bjve prescription labels Keep a record & all druqS iaken 
DfarWJ nar-\ generic name amount prescribed and number of 

= timet \jkm\ |n the case of preuim.cy keep a record of »\{ drugs 
taken itoring pregnancy (beginning with the date of the last men 
.triia' period) hrtju tjjffh 1fH l nrMstfewJing Remember th» 
over wrhe.m inn md|or,ty of cimqs have never been evaluated for use 
in Obstetrics * 

<* 

k In the ovent of hospdaliiabun oPtd.n and pr J complete 

. op f. of your hospi'al medx a) reriwds 1 1 ho^ta'i^ed for '.hild 
hirih also ohta-n and preserve ,i r E>m plete copy of yoot in fan i s 
hospital medical records inrludmu nursing' notes lab reports 
bfano name of fetal monitnr 'long tfrni t>M*cts of ultiasoomJ are 
unkn«vn) any k rays fetal monitor strip charts ep 



In 1980 thf fuHowinq states had laws or regi-'Htions providing the 
parent *ith access to higher hospita^netlicai records from the 
hospital sMedtcaf Records Aaminittatoi 
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6 Fu, intcrmation unavailaiile«e1sewhere or to^eportvn adverse 
dug fraction a£ * su spec led druqreldted birth defect write to 
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Nts. Haire During the preparation of my* report I learned that 
most of the drugs administered to women during' labor and birth 
have never been approved by the FDA as safe for such use and 
<that none of these drugs has been subjected to .a properly con- 
polled, scientific evaluation and found to be safe in regard to the 
drtig.s effects on the. offsprings neurologic development The FDA 
, does not require the manufacturer to demonstrate such safety 
' At no other time m An individual^ life is his or her brain more 
% vulnerable^ trauma and permanent injury than during the hours 
wljicKsurround that individuals birth. Other major organ systems 
. are essentially formed by tfie first 4 or 5. months of pregnancy It is * 
,the nerW circuitry qf the brain and central nervous system of the 
- fetus which is rapidly developing as labor begins, making' these 
awesomely complex structures vulnerable to permanent damage . 
from the^rugs and procedures administered to the mother durinc 
that time. & 

D^ugsadministered to the mother during labor and birth rapidly 
tilter th'npugh the placental membra/ice and enter the.blobd and 
brain of the fetus in a matter of seconds or minutes. .While the 
fetus is connected to 4he mothers circulatory system, her system 
.helps to eliminate the dmg from their two system's. However, if a 
v drug is frequently or continuously administered to the mother 
during labor,. which it often Is, there is a tenrtencyMbr the drug to 
■ i accumulate in the maternal and fetal b^ood and brain due to 
\ overload. 

Once the infant p born and the <?6rd is d<fltfped, those drugs 
which are present in the newborn infants blood and brain are 
essentiajy trapped in the infant's cirtulatory -ystem. Because the 
newborn's metabolic and endocrine systems are inunature the 
infant cannot readily lyeak down and excrete t^ drugs. The 
trapped drugs, or tbeir potent metabolites, mav continue to circu- 
late in the newborn infant for several days or longer. Otie study by 
■Rosenblatt shows the effect thiWh a fi-week testing period so 
these are not short term effects. Wh^t doe£ tWjttolonged Exposure 
. # to materpally administered drugs mean to the later neurologic 
development and behaviop of the offspring? Drugtinduced biochemi- 
cal alteration^ within the brain of the about-to-be-borg or newly 
born infant ha?e the potential for permanently disrupting the 
• normal lmk-up of the baby's brain cells by altering the biochemical 
markers which guide the cells.into v their proper placer. It is some- 
\ \what artalagous to the unintentional, spilling of a cHfemical o\sr 
telephone wires which are being connected according to the color . 
code at the end of each wire. The chemical removes the color from 
the wire ends. The tetfhnidian m ust continue to connect the wires, 
not knowing exaptiy which' wires to connect with which. The cir- 
cuitry is completed; it functions, but imperfectly. S 

While the Process of cell migration is riot ytt Jfully understood, 
preserlt knowledge of neurobiology suggests thSt the normal bio 
•chemical message left along^e pathway of the neuron by the 
• preceding cellVas if travels to)its proper place withia^the central 
nervous system—leave a biochemical message along the pathway*' 
, which directs the next brAf* cell into place. Drug-induced changes 
in the biochemical mepage can disrupt this vital process * * 



Lesions/ resulting<from; the' death of cells due to drug-induced, 
prolonged reduction or deprivation of oxygen, can also disrupt the 



which to form the 'Circuitry I recently gave a talk to the Royal 
Society of Medicine, in London and i found, in talking* with the 
various physicians, that they assume that the major form of 
damage to the fetal brain is through hypoxia. I hope that o^ie of 
the things that comes 6ut of this hearing will be that mot£ people 
will ^?egin to appreciate the potential for obstetric drugs to dishipt 
brain circuitry in the opposed, offspring. 

There is no doubt in my mind that a significant proportion of the 
^Njiillion children and youths in the United States who are afflict- 
ed with significant mental and neurologic dysfunction are the vic- 
tims of obstetric medications administered with the very best of 
intentions to th£ mother during' labor and birth Of the 4 million 
almost IV2 million are considered to be of normal IQ. So we are, not 
talking* ab<?ut the retarded. KVe are talking about [perfectly intelli- 
gent childrerfVho cannot learn oy the ordinary methods. "* 

The FDA's own guidelines for the evaluation of drugs used in 
. pregnant women and in children, which I submit for the record, 
acknowledges that drugs circulating in the bloodstream of the new- 
born infant penetrate the infant e. brain and tliat once in the brain 
the drugs can adversely affect the rapidly developing nerve circuit- 
tv of the* Ijrain and central nervous system by altering the 
following brain processes: (a) neuron maturation: the rate at which 
the nerve cells in the brain mature, (b) cell differentiation the 
process- by which the brain cells develop individual characteristics 
' # and capacity to carry out specific functions; (c) cell migration: ihe 
process by which the brain cells are guided into their proper place 
within the brain and .central nervous system, and (d) dfendritic 
arborization: the interconnection of the branch-like nerve fibers as 
the circuitry of the brain is formed - „ 

[The material referred to follow* ] 
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* GENERAL CONSIDERATIONS FOR THE CUMCjl!" EVALUATION ] 
OF DRUGS IN INFWTS AND CHH0TCN 

L GENERAL PRINCIPLES 

A. INTRODUCTION AND OVERVIEW 

^e booklet entitled "General Considerations for the Clinical Evaluation of Drugs" 
contains much information which is ippKcdble to drug testing in children and it should be 
. considered a companion piece to this booklet. 

To facilitate approval of new *ugs for use in children testing should be related to the 
anticipated duration of usage and to \ht size and age of the pediatric population iik ty 
to be exposed to the new drug.' Emphasis should be placed on elucidation of unexpected 
toxicity, not simply collecting examples of the types of toxicity predictable from" 
know of the pharmacologic properties' of the drug. New ano 1 innovative forms of 
£ vittp araHn vivo testing should be employed because newsagents developed today, 
Which may exhibit some, of the same forms of toxicity responsible for therapeutic 
catastrophic* of the past, may i.ot be identified as such by current testing procedures. 

The, design of studies must be flexible 'to recognize the r».»-d for evaluation of a new oVug 
or substance for the treatment of rare diseases or diseases which^e unique to the 
pediatric age group. In these circumstances, special considerations may include an 
abridgement of the usual requirements for safety and efficacy. Such abridgement should 
be considered when the use of the drug is limited to a few patients, particularly patients 
suffering from a disease for which no alternate therapy is available. In addition, an 
investigator concerned with such patients should be allowed considerable latitude to 
administer various substances, particularly naturally occuring amino acids, cofactors, 
ukJ vitamins without extensive preclinical studies. Furthermore, if no appropriate 
• animal model for a disease condition exists, and if efficacy is readily, demonstrable (e.g. 
certain seizure patients), early efficacy studies in children are appropriate. 

ft. FACTORS AFFECTING BOTH SAFETY AND EFFICACY 

111,11. „ ,1. ^ 
Metnods 

Adequate methods for determination of the 'drug and its major metabolites 
(especially 'those which are pharmacologically active) in biologic fluids 
(especially serum and optimally in tissues) should be developed during 
preclinical or early clinical (phase I and II) testing. The particular method 
obviously will depend on the chemical nature of the drug, expected concen- 
trations in serum, etc, but it should not require administration of radiation 
emitting substances. Assays based on techniques such as radioimmunoassay, 
gas-liquid chromatogcaphy, and competitive protein bindi' are at present the 
moat likely to achieve the desired degree of accuracy ivity, and repro- 

ducibility. Use of /table iso'opes is a method of great | A o t ..«se, although the 
initial cost of equy ment may be prohibitive except in research centers and the 
National Center for Toxicologic Research. The administration of .radioisotopes 
to children is not to be generally condemned, but it should be avoided except 
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under sperial circumstancs. Such techniques are of great value and entirely 
appropriate for special studies under appropriate circumstances. For example, 
use of tracer amounts of labeled (I*C, 3 H) amino* acids, glucose, or ^ther 
intermed.ary metabolites may be invaluable for defining metabolic diseases, 
and similar employment of labeled drugs could conceivably be employed, bse 
of tsotopes. other than l*c and ^H, which have short half-lives and low-energy 
emission equivalent to a conventional chest- x-ray offer considerable promise 
and^should be employed whenever possible. • 

The small sample volume obtainable, particularly from small infants, is a 
critical factor in the development of appropriate methods, particularly when 
multiple samples are required. This is not a prohibitive requirement and should • 
not be used as an excuse to avoid development of appropriate assay procedures. 
Radioimmunoassays for drugs such as digoxin or diphenylhydantoin have been 
devejoped w h:ch utilize as little as 20 to, 100 microliters of serum. The 
development of appropriate methods for determination of serum levels is 
particularly important for those drugs in which serum ievels can readily be 
related to pharmacologic or therapeutic effects. -In these instances, deter- 
mination of serum levels is the key to studies of dose, dose interval, 
bioavailability (when 'coupled with urinary excretion), apparent volume or 
distribution, etc. 

Methods snould be continually reviewed, revised, and updated with the goil 
of developing methods appropriate for routine use in laboratories cooperat.ng 
with the investigator, and such assays should become sufficiently standardized 
and simplified so they are within the practical capability of the clinical * 
laboratory of any large hospital. Moreover, modifications should be directed 
toward identification and quantification of the principle ^netaboliies of the 
drug, so comparison may be made with the elimination pattern of adults. If 
major differences exist, such studies would serve a warning of possible 
adverse effetts and'should lead to attempts to identify the unique pathway W 
metabolism in the immature patient. 

With certain categories of drugs - the so-called "hit and run" agents, such as 
the cytotoxic drugs, cectain enzyme inhibitors, storage granule depletors, 
etc. - assays of serum lev\sareof littleor no v4ue. Therefore, requirements 
for assay methodology may be relaxed or waived. Other appropriate assays of<" 
biologic effect should be developed for the^se agents. For example, inhibition 
of incorporation of tr mated thymtdwie into^wrute blood cells might be used as 
a measure ->f the* effect of certain cytotoxic agents. Antibiotics and certain • 
other chemotherapeutic agents, have special requirements and methods 
for estimation of effect' ve -serum levels. Btoassay techniques are entirely 
appropriate as long 2S ;ne method is scaled down to the small sample volume 
of pediatric patients. Techniques employing the patient's own pathogen 
as the test organism should be available for the use of clinical laboratories 
engaged in phase II and III trials^ 

Studies of Absorption, Distribution, Metabolism and Excretion (ADME) 

Studies with varying degrees of depth>artd completeness, appropriate to the 
drug and its intended use, ar#» essential for eactt age group ajrib are described 
in detail in the respective sections. In general, the preclinical and early 
<"Unical phases should lead to accumulation of data which arcount in a major 
way for the disposition of l^ie drug. Not every metabolite may be identified, 
and the intimate details of each of the ADME phases will not be elucidated. 
Judgment must be exercised about requirements for data which are clinically 
K'levant, and not dll drugs should be subjected to full investigation. However, ' 



1 



18 



„the following data should be available for drugs which" will be administered 
orally in divided doses'for courses of one week * longer: 

a. Absorption: From the, physical paidre of the drug and Its pK a the influence 
of changes m oH of the stomach and intestine on the ionization and thus 
the absorption of the drug can be predicted and verified. When appro- 

\ prfite, the approximate percentage bf a single oral dose absorbed Should 

be determined. If easily studied and when of possible clinical importance, ^ 
the area of -the gastrointest nal tract where the drug is absorbed (i.e., 
stomach v terminal ileum, etc) may provide useful information in pre- 
dicting drug interactions and alterations in abi^ption in disease states. 

b. Distribution: Binding to plasma proteins (affinity and percent b^jnd at 
therapeutic blood levels), whether albumin, globulins, or special c art ler 
proteins, a.xJ the percent of total serum concentration which is "free" 
should be determine*!. Distribution and particular propensity for accum- 

t ulation or fixation to certain tissues (for example, tetracycline in bone and 

teeth) m developing and^nature animals should alert reviewers of possible 
forms of toxicity so appropriate additional studies can **e requested. 
Apparent volume of distribution may be useful in . designing dosage 
• regimens. Studies of diaiyzability may be uKful in developing recom- 
- ^ mendations for the management of overdoses alW accidental ingestions. 

c Metabolism: The pattern of metabolites and the biotransformation reac- 
tions involved - thai is, hydroxylation, demethylation, glucuronidation, 
j etc. - should be known from studies in man. Requirements for toxicity 

studies in immature animals (especially rodents) should be limited, if 
possible, to a species for which experimental evidence has established a 
similarity by immature humans to the handling of the agent being tested. 

3. Bioavailability \ 

An important influence on studies of safety and efficac* isf the bioavilahilifftp^ 
different formulations and of different manufacturers*' products. When lAe 
dosage form constitutes a new chemical-entity, appropriate studies m*jst ^5e 
conducted in adults before children are^wposed. THe exact and total con- 
' stituents of the final dosage form should SI known, ^todies of bioavailability 



should include, but not -be lim^eHI to, determination of serum leveis and the 
time of peak levels after a\^mgje dose. Total absorption is usually best 
determined by qii^mativMtetjkmlnation of the urinary excretion of. the drug 
an$ its principal m^tateottfesj^secause of differr ices in pH, gastuc emptying 
time, intestinal motility, e^., differences in bioavailability, es|. inally 
bet wefp newborn infants ancfodults, should be duly considerpd.an'd mves'-gated 
who* appropriate. Moreov^ when changes in gastrrc or intestinal pH, flora, 
or/fnotihty might be reasonably anticipated to differ from normal becayse of 
disease or other factors, additional studies are indicated. Studies of 
bioavailability often may be sufficiently covered in conjunction with studies of 
absorption, efficacy, etc., and need not demand independent investigations. 

The possible toxicity or influence on the pharmacologic properties of the drug 
by tht* vehicle and/or other components of the formulation (stabilizers, 
excipients, etc.) must be considered. This results from the fact that many 
drugs tested in the form of tablets or capsules in adults will I e administered 
as suspensions, solutions, or elixirs to infants and ch$Hfen. Moreover, the 
vehicle or solubihzing chemicals in parenteral preparations,frTust be cocvdered 
as a possible source of"tf"uquely toxic agents, particularly for newborn infants. 
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Drug Interactions * 

Interactions between drugs occur in a variety of ways, ranging from' physio- 
chemtcal incompatibilities to opposing or s^fer^tstic pharmacologic effects. 
Preclinical and in vitro .testing can be expected to detect most interactions, 
particularly when coVipled witri phase land II testing in ao\jlts,« However, 
especially in nepnates, age-dependent differences in pharmacokinetics may 
result in unique interactions. For appropriate review of a new agent, tne types 
of drugs which may be used in conjunction with the proposed* agent for the same 
disease or condition at different ages should be considered to completely 
evaluate possible drug interactions. 

Physicochemical interactions will probably be detected in early work with the 
new *ug. Of particular concern in pediatric usage would be interactions which 
might interfere \$ith the absorption or action of vitamins, trace minerals, 
essential amino and fatty acids, or other constituents of infant formulas and 
oiher dietary sources. 

Physiologic or pharmacologic actions which might further impair the normally 
limited capacity of the neonate to metabolize and/or excrete cfrugs would be of 
particular concern. Specifically, inhibition of or competition for* hepatic 
biotransformation reactions occurring via the mixed- function oxidase system 
and/or the glucuronide conjugating system, or decreases in glomerular 
filtration rate or tubular secretion can be predicted to have important 
consequences for the newborn. 

Further interactions of particular concern to newborn infajit- relate to bili- 
rubin, particularly with *ugs administered near term, at delivery, or directly 
to the newborn. Binding to albumin with displacement of bilirubin and 
enhanced neurotoxicity is known to occur with a number of anionic compounds. 
Other factors (e.g., hypoxemia and acidosis) have also been reported to 
increase the potential toxicity of bilirubin. Moreover, binding by (frugs might 
interfere with the transport and action of endogenous substances other than 
bilirubin (Cortisol, thyroxin, fatty acids, etc.) and with the binding of other 
drugs. # 



me Induction ^ 

The importance in pediatrics Qf the induction of hepatic cfrug- metabolizing 
enzyme activity by exposure to *ugs and chemicals is undlear at present. 
Three- hundred or more *ugs and chemicals are known to produce marked 
increases fri* liver size, proliferation of smooth endoplasmic reticulum, and 
increases in the specific activity of mixed-; function oxidase and glucuronyl 
transferase enzymes m experimental animals. In clinical studies, small 
changes in serum concentrations and half-life for a few *ugs have been 
reported m adu!ts ?J a! though some negative reports bave* appeared. 

Almost nothing is known about "inducibilitjr at various ages in man. 
Decreases in serum bilirubin levels have been reported in congenital non- 
hemolytic jaundice and in normal infants with "physiologic" jaundice treated 
with pheno barbital, nikethamide, and DDT. Increased smooth endoplasmic 
reticulum in hepatocytes and increased NADPH cytochrome c reductase (a 
microsomal enzyme) activity have been shown in infants treated with pheno- 
barbital. Similarly, increased glucuronidation of salicylamide has been 
reported. Thus, the infant can respond to exogenous "inducing" agents although 
the details of the process and the extent and the clinical imfJbrtance of this 
re pons e remain unclear. 
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When induction is considered relevant, noninvaswe types of studies, such as 
antipyrine half-life as determined' by salivary concentrations' or urinary 
excretion of the hydroxylated metabolite, may be unde-taken. The urinary 
excretion of 6-hydroxycortisol or D-giucariCacid may also be used as monitors. 
Invasive techniques - such as direct determination of serum half-life or, 
rarely, liver biopsy obtained adventitiously - may yield more direct data, - 

C. EFFICACY , 

Because of ethical considerations, reasonable evidence of efficac/ generally should be 
known before infants and children are exposed to the agent. Testing against the best 
known agen* will be the preferable method for establishing efficacy with many *ugs. A 
drug may be useful for only a certain percentage of the population diagnosed as having 
a general broad category of disease. For example, it is entirely possibly that only a 
relatively small percentage of the "disease" population with bronchial asthma (a disorder 
probably of multicausal etiology resulting in similar clinical manifestations) may benefit 
from ^particular therapeutic agent. .In contrast, evaluations of efficacy at times may 1 
deal with an extremely small population. For example, a^ useful agent might Demon- 
strate efficacy after study in only a few patients with a rare aminoacidopathy. 
Therefore, the requirement for demonstration of efficacy must not deal with fixed 
numbers. Again, flexibility must underline decisions about the number of subjects in 
each phase. > * ' 

Based on ethical considerations, sick children rather than well ones will be the principal 
source, of the experimental population, therefore, placebo groups cannot always be 
employed. Obviously, therapy cannot be withheld or an inactive *ug cannot be admin- 
istered by injection or other painful procedure. A number of alternative methods to the 
classical double-blind placebo experimental design can be suggested. In many instances, 
a standard orug can be used for comparison. p Historical group controls may be utilized. 
"No drug" crossover can be used if the patient can tolerate a "no orug" period without 
serious compromise of his health. At times, the patient may serve as his own control, 
either as a personal historic control or in a "crossover orug/no orug" or "drug/standard 
drug" design. The orug may be most importantly compared to other therapeutic 
ton ili* 5 * *t* h example » behavioral modification, psychotherapy, dietary manipula- 



tion, and so forth. 

efficacy*^ i 

D. EXPERIMENTAL DESIGN 



S)>*cific types of diseases where efficacy- js hkely to be tested are described for each 
age group in Section U. * \. 



Ethical, practigBi and legal considerations may preclude studies by the most theoret- 
ically idedl experimental approach. This 'fact need not be viewed as an insurmountable 
obstacle because orugs should optimally be tested under conditions of actual clinical 
use, whether administered to hospitaliftd patients or in office practice. Such consid- 
erations do not obviate the need to establish a rigid protocol, including appropriate 
controls of whatever type, evaluating dose response phenomnena, and adhering Xd sound 
experimental design. 

Study design must: (1) account for adequate control of variables and include appropriate 
statistical procedures, (2) detail methods and provide validation for assessment of 
benefit, (3) allow for handling of adverse or side effects, and (*} demonstrate awareness 
of the placebo response, both for beneficial and for adverse effects. 

Perhaps the single most important variable to be assessed and controlled Is the com- 
parability of the study populations. This must be assessed in terms of a variety of 
parameters appropriate to the study, at times including buf not limited to disease, 
social, physical, intellectual, and behavioral equivalence. 
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The >nechanisrn<s) for evaluating adverse effects, whether by means of volunteered of 
. elicited reports, Questionnaires, or"other means must be clearly stated and appropriate 
for the age groupfc) under study. * ' 

Provision should be made for the management of acci dental 1 or intentional overdosage and 
severe, acute toxic reactions* Dialysability, specific antidotes, and other therapeutic 
measures should be assessed, and such information should be included in the protocol 
which is available to all involved in the study. y 

here should be safeguards to ensure thatViy study can be terminated at the eacliest 
possible moment if danger to the subjects arises* 

Studies of blood, liver, and renal function should be selective and appropriate for known 
modes, of action and tonicity* rather than the accumulation of a mass of laboratory data 
from sample* obtained by venipuncture or other painful procedures which are then run 
throogh the autoanalyzer. Initially, a wide base of studies may be used; but, if .these 
studies aw negative, only a few highly selective parameters *hould>e monitored. A 
similar approach is suggested for the use of ECG, EEC, and other time-consuming and 
expensive studies. 



SPECIFIC' AGE-DEPENDENT FACTORS INFLUENCING SAFETY AND EFFICACY 

Growth from conception to adult life involves complex changes in anatomy, physiology, 
bichemistry/and behavior which vary considerably from one state- of development to 
another. Therefore , the action and adverse actions of pharmacological agents will vary 
♦as absorption, distribution, metabolism and excretion, and receptor sensitivity are 
altered by the changes associated with growth and development. ' 

In recognition of these developmental changes, this portion has been written m sections; 
periods dj £ruldhoo^ have been divided into stages which share characteristics distin- 
guishing Jfflch sta^e from the other, stages. In each stage, factors which may influence 
the disposition and action of a drug and the? major, immediate, delayed, and adverse 
actions are related to the major biologic ♦events of the stage. 

*Jy introducing these age groups, it is not suggested that each drug be tested in each age 
group; rather, .this is an attempt to ensure that the important biologic characteristics of 
the age(s) in which the drug eventually will be used therapeutically will be considered in 
evaluating both its >neficial and its undesirable effects. 

Each age group will be evaluated as follows: ^ 
»* 

L A General Statement of the biochemical, physiologic, and behavioral charac- 
teristics of the age group; specific ways in which the child is unique at the 
stage will be given. 

2. Safety Considerations of particular importance^ to the age group. These are 
divided into three subgroups relating to the tyoe of toxicity encountered and 
the tempora^relationship of these effects to the initiation of therapy. 

a. Immediate Toxiaty: Signs and symptoms occur soopf after the initiation of 
therapy. / i 

b, ^Delayed Toxicity: Toxic effects occur only /fter a period of chronic 
_^>ad$hnistr5tion. Certain adverse effects whjch occur in the immediate 

j */ period of administration but manifest themselves later (such as 
' V • tetracycline staining of the teeth) are also^ncluded in this category. 
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** c. Late Onset Toxicity: Toxicity which becomes apparenumonths to years 

. later, e.g., adenocarcinoma of the vagina in girls born to mothers who 
received diethylstilbestrol during pregnancy. 

3. Efficacy 

Means of establishing the beneficial effects o! a oVug and ^Ti^ilarlirms of 
,desirable therapeutic activities. / A 

*. Problems in Drug Evaluation I 

Special problems which may*arise m the evaluation o* drug action in a given 
age group. 

5. Ethical Considerations 

Special ethical considerations pertinent to each age group are delineated. 

• A. INTRAUTERINE (CONCEPTION TO BIRTH)* 

1. General ^ / 

The administration of drugs to the pregnant womrfh presewts^a unique problem 
to the physician. He must consider maternal pharmacology mechanisms, and 
he must be aw? r e of the fetus as a recipient of ^(je oth^ In therapeutic 
^""""^ endeaVors-djrected toward maternal disease, consequences of dri^g usage have 

often been ^unexpected; and adverse effects have appeared in. the developing* 
fetus, for whom the drug was not intended. On the other hand, the possibility 
of development^ drugs for the treatment of fetal disease diagnosed in u$ero. 
should be considered, and guidelines should be developed for the evaluation* of 
both efficacy and safety of this type of compound when it is administered 
either via the maternal route or directly to the fetus. Drugs* may also, be 
administered to women who are not aware they are pregnant. - 

2, Safety and Efficacy « ** 

Adverse effects of drugs on the fetus vary depending on the stage of intra- 
uterine development.* Before implantation, dritgs may" appear in high 
concentrations in tubular fluid and lead to the death of the fertilized ovum. 
Drugs which cause an adverse effect during organogenesis may result in 
anatomic malformations. Drugs given beyond the period of organogensis may 
affect the fetus and cause a functional disorder which iSjjot associated with 
any known anatomic malformation. " f 

Suggested methods of procedure to evaluate oVugs which may be given toAhe 
mother during intra-uterine development are given in the following paragra-jhs. 
A prerequisite to intra-uterine studies for any new drug is evaluation (phasel 
and II) in ao\jlt men and in nonpregnant women of childbearing age. 

Organogene si s- -To evaluate drugs which will be used in pregnant women during 
the period of organogenesis, pharmacokinetic studies should be conducted in 
animals, including a subhuman prirnate. Localization of the drug within th£ 
letus may be readily accomplished using isotopir techniques. At the same 
time, although not mandatory, studies of drug metabolism and disposition 
within the human fetal-placental unit should be considered. 

The next stage of intra-uterine development to be considered for drug eval- 
uation is from the completion of organogenesis to the onset of !a>or. This 
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separation from the mher periods of intra-uterme life is arbitrary because 
there will be drugs used throughout pregnancy for the management of maternal 
or fen diseases, in addition to preclinical ADME tests, studies are suggested 
to delineate pharmacokinetics within the maternal-fetal-piacental unit. 

Effect* on ute-ine blood *low should be assessed because of the importance of 
this parameter for considerations of safety. A current method which permits 
this assessment upes chronically catheter i2ed sheep. Studies of drugs designed 
for direct administration to the fetus should be conducted in animals with the 
development of distnb' tion and dose-response interrelationships. For clinical 
studies, evaluation should be carried out in those instances in which maternal 
or fetal disease warrants use of the drug. The first patients who undergo this 
phase HI type of study should have careful evaluation of fetal heart rate via 
continuous electronic monitoring. Other physiologic parameters of the fetus 
should be followed during the period of drug administration insofar as tech- 
nology permits. These pregnancies should be carefully followed, and the 
outcome should be meticulously ascertained - irrespective of whether tiie drug 
is administered for the duration df pregnancy or not. The infant should be 
^arefuUy followed after birth until psychologic and physiologic development 
can be satisfactorily assessed. The state of fetal well-being should be assessed 
throughout pregnancy after the drug'nas been administered, whether singly or 
»on multiple occasions, by measurement of urinary estriol excretion. Intra- 
uterine growth should be assessed via noninvasive techniques, such as ultra- 
sound. Pregnancy should be monitored by whatever means are technically 
available, commencing with the initiation of drug administration. This will 
permit determination of the time at which adverse effects occur, should such 
events take place. E* aluanon of drug disposition will be greatly aided during 
this stage of development if advantage can be taken of pregnancies terminated 
by abortion by purposefully administering the drug just prior to termination. 

Evaluation of drugs to be used for the management of labor and delivery— At 

this stage of development, direct assessment of effects of the drug on fetal 
physiologic processes (heart rate, respiration, activity) are possible, as is 
determination of concentrations of the drug and possible biochemical altera- 
tions (pH, glucose, etc.) in the fetus via sampling of scalp blood. Infants 
•hould be intensively evaluated at birth and throughout the neonatal period, 
with pai^icular attention paid to thiir adaptation to extra-uterine life. This 
includes^ examination of acid-base b^rtus, weight gam, feeding ability and 
general activity, assessment of behavior lv direct observation and through the 
use of psychometric* tests which are valid for the neonatal period, and elec- 
troencephalography (EEG). Pharmacokinetic studies regarding drug disposition, 
metabolism and elimination should also be undertaken in these infants because 
they will have received the drug transplacental^ shortly before birth. 
Determination of bioiof|lo half-life, excretion of the drug and its metabolites 
(including identification of the major metabolites in urine), and assessment of 
pharmacodynamic effects of the, drug, if present, may be important for certain 
agents. Since most agents used at this stage of development are analgesics or 
anesthetics, { areful examination of the functioning of the central and automic 
nervous systems is indicated. By intensr'e and comprehensive investigation 
of a few infants, followed until assessment of drug effects on psychologic and 
ph\siAlogir development can be made with validity, a determination can be 
about the advisability of continuing trials of the drug during labor and 
dehverv. 

fn the pregnant, humar/ female, studies at this stage of development can be 
undertaken by several different approaches. Women who receive the drug for 
therapeutic purpose 'and happen to be pregnant should be noted. Despite 
attempts made to avon*-*iws situation, it will occur. The utmost advantage 
should be taken of this situation. Infants exposed in utero in this manner. 
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shoul^be carefully examined at birth and followed with extensive psychologic 
and physiologic evaluation. This will enable ascertainment of adverse effects 
other than those noted at delivery. Evaluation at delivery usually detects only 
gross anatomic malformations. 

The second approach to oYug evaluation during this period of intrauterine life 
involves administration of the *ug to the mother, usually as a single dose, 
when termination of pregnancy is planned. In this instance, drug distribution, 
localization within the fetus, and metabolism within the tetal-placental unit 
can be examined. Metabolic products snould be defined within the feto- 
placental unit to determine whether dug biotransformation differs from that 
occurring in the aoVilt. Jhe use of radioisotopes may be permissible because 
of the termination of jfregnancy. In cases where there has been repeated 
administration of a oYug to treat a maternal illness, and subsequent therapeutic 
or elective abortion occurs, careful histopathologic study of the aborted fetus 
may detect adverse effects on organogenesis. 



A third approacn involves careful assessment of infants receiving the oYug in 
utero because potential therapeutic benefit foe the mother was sufficient to 
warrant the unknown risk involved in oYug administration to the fetus. Such 
infants should be examined meticulously at birth and followed carefully 
thereafte. until such time as satisfactory evaluation of effects on psychologic 
and physiologic development can be made. The duration oi this follow-up W UI 
depend on the availability and sensitivity of testing . vices, the naturf of the 
drug and its known pharmacologic, toxic and teratologic effects. 

3. Special Problems 

In the preceding paragraphs it has been implied that oYugs will be administered 
mainly for therapeutic benefit of the mother, The same considerations which 
apply to the defsign and execution of clinical trials during phasell are appli- 
cable, including controls, randomization, etc^ Pregnancy per se should not 
preclude women from participating in Phase III studies'when potential thera- 
peutic benefit of a new agent may be obtained. Special attention must also 
be given to the effects which pregnancy itself may exert on oYug action during 
the randomization of phase lit clinical trials. 

Agents will be developed solely for the benefit'of the fetus/ De termination, of 
efficacy and safety will be difficult, but objectivity demands careful assess- 
ment of such benefit in controlled trials following orug disposition studies in 
pregnant animals (including primates). The considerations of safety outlined 
for intra-uterine development are applicable when drugs are administered for 
the benefit of the fetus. Dosage may have to be altered considerably when the 
U drug is administered directly to the fetus via either amniotomy or intraperi- 
toneally/ The diagnosis miist be firmly established prior to administration of 
drugs for the treatment of fetal disease. In addition, potential benefit 7rom 
the <frug will have to be sufficient to warrant the risks of administration 
directly to the fetus. 

ft. NEON At AX (BIRTH TO ONE MONTH) 

1. General 

Newborn infants have been shown repeatedly to Be much more sensitive than 
adults to various pharmacologic agents. This has been most oftenTthe tesuit 
of differences in pharmacokinetic processes. A number of other basic con- 
siderations, including receptor sensitivity, may also account /far this 
phenomenon. The few available data show some of the pharmacokinetic 
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differences peculiar to neonates. They »riclude differences in general 
metabolism, inequities caused by dissociation of gestational from maturtf^ ' 
tional ages, a larfcer body surface to body weight ratio, variation ^f protein 1 
concentration ajfcf orug-protein binding affinity, tl^ presence\f tfetal 
hemoglobin, immature renal tubular* function, and changes in, phVrmaco- 
dynamic response. Small infants are most susceptible to changes of aVntoent 
temperature, and" the subsequent decrease in body temperature may have, 
notable effects on tne rates of ,*ug metabolism and excretion. Moreover, 
the major variations of fat and water content in the newborn and between 
individual neonates may result m differences in distribution and subsequent' 
kinetics. » » 

Safety " 

a. General Considerations of Safety: The alterations in absorption, djstn- 
bution, metabolism, and excretion in the neonate may lead to accumula- 
tion of the orug with resultant toxicity. Modification of dosage may avoid 
this type of adverse effect. The unique physiologic state of the neonate 
(particularly during illness) and the wide ranges of such pharmacokinetic 
determinants as pH, blood gases, electrolytes, protein concentrations, 
and temperature present additional possibilities which may result in toxic 
manifestations. The very rapidity of change of such determinants makes 
it necessary to provide assay methods of miniroal sample size. 4 , 

h. Specific Toxicities ^ 

(i) Central Nervous System Effects: Evidence exists for Jhe enhanced 
penetration into the brain of; many orugs. The cardiovascular, res- 
piratory, and ther mo-regulatory mechanisms are extremely sensitive 
to depressive effects in the neonate. In addition, neuronal matura- 
tion, migration, dendritic arborization, and cell differentiation 
are occurring at this age and may be affected by drugs and/or their 
metabolites, 

(u) Cardiovascular , „ N 

Cardiogenic effects - Drugs may affect cardiac contractility, rate, 
and rhythm, thereby causing severe or possibly fatal ad\erse orug 
reactions. This has been a particular problem with local anesthetic 
agents used during delivery. The neonate may also display delayed 
CNS depression or the induction oKsetzures and unexpected excita- 
tion resulting from the administration of some agents; he may also 
become addicted or dependent, 

f Circulatory adjustment occurring during the change from the intra- 
uterine to the extra-uterine environment may be hampered by/the 
presence- of certain orugs. In particular, closure of the ductus 
arteriosus may be impaired if -respiratory depression results Ja 
hypoxemia and acidosis. ' j 

* 

(in) 'Metabolic Derangements: Changes in serum glucose, calcium, prY,^ 
sodium, ptotassium, etc may be.the result of orug-induced alterations 
in the infant's metabolic processes or may influence orug evaluation. 
Metabolic data obtained during the care of the sick newborn infant 
may provide valuable information in assessing safety and efficacy. 

<iv) Changes in Bilirubin Kinetics: Prior to administration of any orug to the 
neonate, it is, mandatory to study the drug in its final dosage form 
^ and, if possible, its metabolites and protein bilirubin binding. When 
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appropriate, effects of the <**ug on conjugation, uptake, excretion, 
and ente/ohepatic circulation of bilirubin should be performed, i 

(v) Dermato\ ^»aty and Persorption: The topical application of pharma- 
cologic agents to the neonate must be approached with an awareness' 
of two. peculiarities of ihis age group. First, the skin is rbore 
susceptible to dermatotoxicity expressed as photosensitivity 'and 
various forms of rash, including bullous eruptions. Second, the thin 
or absent statum corneum allows increased ptesorption, leading to 
systemic concentrations which may exert a iBxic effec^ on other 
organs (e.g., hexachlorophene and brain damage). In addition, 
, systemic tactions (e.g., cyclopentolate with atropine-Jike tonicity) 
M #may result from increased <A"ug absorption through muccms 
rc^embranes. 

(vi) Gastrointestinal: Evaluation of the effects of a cfrug should include 
consideration of such advermeeffec'u as the inhibition of gastroin- 
testinal motility, change of floravyorruting, or a malabsor * ion- type 
* syndrome caused by oSrect irritatioV as well as effects .orptidn 

of nutrients. 

(vn) * Hematologic: Methemoglobinemia, thrombocytopenia, and hemolysis 
(especially in G-6-PD-deficier neonates) may be induced in the 
•** ^neonate necessitating investigation of tms potential in the evaluation 
• ofnew agents. » - 

> * % 

c. Drugs in Breast Milk: Mcst, if nif£ ail, dru&s administered to the mother 
, are excreted in the breast miik. Concentrations of the <frug and/or of its 

metabolites should be determined witfe dpt regard for the individual 
variations of lactation volume itself. Tne mere presence of the agent in 
the breast milk does not necessarily indicate any effect on the neonate, 
deleterious of otherwise, and should not in tself mitigate a'g^nst approval 
f of? use in # lac tat ingl women. Various factors such as concentration, the 
.total dose delivered, the absorption by the infant, etc. musFBe" considered 
in evaluating potential effects mediated through breast* feeding. 

d. Delayed, Effects: Consideration of long-term postmarketing studies on 
cognitive)* behavioral and physical* growth depends upon the nature of the 
drug. _ c » • 

.Efficacy 

^Survival rates from severe illnesses such as neonatal sepsis, idiopathic 
respiratory distress syndrome, erythroblastosis fetalis and hemolytic disease of 
the newborn, and necrotizing enterocolitis may be the % flfcly measures of- 
efficacy available. 

Special Problem' 

S^me major obstacles to be overcome in establishing etficacy and safety in this 
age group Ae: . t 

a. The Thfluer.ee of Maternal DiseasA The variations in physiologic states of 
tHt neonate, secondary to the pathophysiologic conditions of the mother 
,(tvg., infants of diabetic mothers) Jtoay (1) negate the random assignment 
of infants to controlled, matched\studv populations, and (2) alter the 
pharmacologic response of the infan\ to an administered agent. 
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t The Influence of Infant Disease: The wide variability within each disease 
state and the relatively smalt population of affected individuals in arty ' 
single institution, together with the marked influences of the host subject 
in terms of gestational and maturational ages, etc., present limitations in 
study design, random assignment, statistical analysis etc. 

5. Ethics 

The neonate present* a number of unique t * al problems. Amon£ these are: 

a. The possibility of unusual toxicity an ? eAreme-dtfficulty in identifi- 
cation of such a problem. The late appearance, the inability of the subject 

. to exhibit common early signs of toxicity, and the inability to verbalize 
symptomatic complaints all contribute to the dilemma. ' 

b. The higher risk potential inherent in this population dictates the most 
substantial evidence of benefit to be derived from the use of a new *ug. 

INFANT/TODDLER (1 MONTHS TO 2 YEARS) 

1. General ^ 

This period is characterized by notable inctements in physical growth and rapid 
maturation of all organ systems with associatet^nctional change. Noteworthy 
in these regartts»*are_the central nervous systArn'aod the immune system. Of 
direct relevance to the effect of a cirug on infants irfwie early months of khis 
age group are alterations in protein binding and drug Metabolism. 

2. Safety 

a. Immediate Drug Toxicity 

d) Difficulty in detecting toxicity by clinical cessment j Toxicity may 
or may not be apparent in infante, especially in trje early months of 
this age group. This may be particularly true for central nervous sys- 
temtoxicity. Therefore, blood levels of pharmacologic agents should 
be monnored and cautiously interpreted becaufe therapeutic blood 
-levels for older children and- adults maV not^b€**afe for infants. 

(n) Gastrointestinal tra^t: Acute and chrfmic gastroenteritis is fre- 
quently encountered in this age group. Certain oYugs are more likely 
to cause diarrhea in infants than in older children. Gastroenteritis* 
will affect drug absorption and may complicate interpretation of ef- 
* f icacy and toxicity. Dehydration with resultant hypovolemia, a fre- 
quent consequence of gastroenteritis m infants, may affect oYug 
distribution and serum concentrations. 

(in) Central nervous system: Drugs may affect myelinization and brain 
differentiation, which are actively occurring in children of this age 
group. Such effects may not be limited to *ugs whict> localize in 
the central nervous system or which exhibit a predominant effect 
on the brain. 

b. Delayed React ons 

d) General: /Toxicity isy<fiff)cuit to assess in this age group by clinical 
obse'vations alpne\ Furthermore, it may not be possible to dis-*. 
tir&ush adv?rse effects tollowing any single dose in a repeated series 
ci drug administrations because of delayed reactions. Although-this 
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problem also applies to older 1 age groups, it is particularly pertinent 
to infants because of their .-elatively immature organ systems and 
their limited ability to communicate. * 

UiJ Hypersensitivity: In this stage of initial exposure to foreign protein 
(e.g., foods and inhaled particulate protein), drugs may predispose 
to hypersensitivity through such divers* mechanises as inhibition- 
'■ of secretory antibody production or induction of partial blockade of 
beta adrenergic receptors. 

(ui) Physical growth; Physical growth may be affected by various dasses 
of orugs such as adrenocorticosteroids and tetracycli^yantibiotics. 
Consideration of i^ng-term postmarketing studies on cognitive, 
behavioral and physical growth depends upon the nature of the oYug. 

3. Efficacy 

Although easier than for the neonatal age group, evaluation of efficacy is far 
more difficult than in adults. Infants cannot cooperate in a number of 
commonly used tests of pharmacologic action? therefore, indirect parameters 
(e.g., length of illness, length of hospital stay, frequency of complications and * 
subsequent disability), and certain laboratory tests will, ot necessity, be 
used to determine efficacy. 

*. Special Problems <> * 

a. Deficiency States: The presence of iron-deficiency anemia ana' diminished 
concentrations of certain serum proteins is more likely to occur if* this age 
group than in any other age group. Such deficiencies may alter orug 
kinetics. 



b. Breast-feeding: The possibility of interaction from chemicals, hormones, 
and orugs in breast milk should be considered when suckling infants 
participate in orug evaluation. 



Ethics 



Before evaluating new orugs in % infants, substantial eviclence of benefit or 
superiority over accepted agents should be demonstrated in older^hildren and 
"adult ) because infants may have a higher risk potential. Included among these 
increased risks are those pertaining to physical growth and neurological and 
intellectual development. 

6. Other - Research Ne^ds 

Certain research needs can be identified as relevant to the study of new orugs 
for this age group, (a) Relatively noninvasive techniques for determining blood 
levels (e.g., salivary orug concentration) should be sought; (b) noninvasive 
techniques for establishing efficacy of a orug should be developed; (c) m'ich 
additional information is. needed on the effect of drugs on the development of 
3 , - the immune response (both humoral and cellular components). 

CHILDHOOD (2 YEARS TO ONSET OF ADOLESCENCE* 12 YEARS) 

General. 

( i • 

This age. group is characterized by slower growth and the highest incidence of 
infectifftjs diseases. Increasing motor and social independence results In 
exposure to environmental hazards which lead to various accident* such as 
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poisoning, burns, drowning, and physical trauma. Cognitive processes involved 
4 in school performance and school attendance - vital to intellectual and 

• . psychosocial development*- are beinp iapidly acquired. At the end of this age 
period, rapid bone gr6wth. arid epiphyseal maturation occur secondary tp 
changes in endocrine activity. Accordingly, pharmacokinetics may differ from 
the infant and adolescent age groups, depending on the characteristics of the 
drug and the child's age within. the broad age range of this period. 



2. Safety 



a. General: Safety considerations in general differ little f romthose in Section 
I. X" specific nert at this age, when accidental poisoning is common, is 

< information dealing wit£i acute toxicity and treatment of drug poisoning. 

b. Specific Toxicities 

U\ Immediate drug toxicity: A disease for which a drug is .given may 
enhance its toxic potential. Thus, interaction with disease states 
which would apply particularly to drugs used at this age* should be 
studied^ e.g., antibiotics, bronchodilators, antihistamines, and anti- 
convulsants. m\ example would be the altered toxicity of ampicillin 
when employed in mfectjpus mononucleosis or increased toxicity 
of isoproterenol (ventricular tachycardia) when the patient has 
hypoxemia and acidosis. 

Hypersensitivity manifested by anaphylactoid and anaphylactic 
reactions are more likety to occur at this age and in adolescents than* 
in younger children because of longer periods for sensitization and 
greater exposure to antibiotics and similar "substances to which 
antibodies may be induced. 

(u) Delayed Reactions 

" \ 

Hypersensitivity manifested by setum sickness or drug fever— This 
- may be seen with a variety of ajpnts ranging from antibiotics to 
anticonvulsants and is common in fh^s age group and) in adofescents. 

Drugs interfering with school performance and other childhood 
activities-- These may include, but are. not limited to, side effects 
which interfere with attention span (e.g«, drowsiness) or reduce 
perception (e.g., tinnitus and decreased hearing). 

Drug-nutritional interactions-- The prolonged use of a drug rh a child 
rp4Y affect his nutritional requirements. Recent observations on the 
rachitic effect of long-term administration of diphenythydantoin 
illustrate this concern 

(ni) Late Onset Reactions 

' Chronic administration of a variety, of agents may affect linear "}T 
growth and/ or weight gain. 

Selective growth changes include advancement or retardation of 
puberty or of menarche. 
/ • 
Efficacy 

Evaluation of efficacy based on objective criteria is possible in the -school-aged 
child who ls.able to cooperate. Objective measurements should be stressed in 
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study design. School performance and school attendance provide additional 
parameters phich may be extremely usejul in determining efficacy. Even 
though the rate of physieal growth has slowed in tms age group, changes in 
growth rate may provide additional*vidence of efficacy, especially in those 
diseases which depress hnear growth or interfere with normal weight gAin. 
Assessment of osseous development (e.g., bone age) is one parameter of growth 
that <nay be useful where indicated. The efficacy of agents in preventing or 
altering morbidity from infectious diseases may be ^kx studied in this age 
group when the incidence of viral and bacterial infections^ is high. 

*. Special Problems * 

Accidental poisoning and overdosage -are-ef-prfme consideration at tljis age. 
The manifestawons- of acute poisomngjwith the drug and its metabolites can 
be studied in juvenile apim*!-. Information concerning specific antidotes and 
therapy of overdosage (e.g., peritoneal dialysis) should be included in the 
, protocol and ultimately in the package insert. 

*. Ethics 

Special ethical consideration in this age group invokes school absenteeism for 
studies as well as the psychological effects^ such studies on the .child. These 
should be discussed, with parents before informed consent is obtamed. Older 
children may be able to participate in the consent process. 

B. ADOLESCENT (ONSET OR, ADOLESCENCE TO ADJULT LIFE -\Z TO \% YEARS) 

1. General * "7"*" 

Adolescence may fcwfc defined as the transition period in which the* child 
undef>*s changes in physical, sexual, and psychosocialdevelopment trans- 
forming her/him into an^ adult. During this jime period, the child's body is 
rapidly changing m form, undergoing final rapid growth* to mature stature and 
the tleveldpment of secondary sexual characteristics. Coupled to the dramatic 
changes m body form, the adolescent develops a new perception of her 
(himhelf as an individual m relation to her/his niche in the family and m the 
generaMabr^c of society. ^ % * 

* *» 

'. Changes in physiology may produce alteration in the absorption, distribution, 
metabolism, and excfctfon of drugs* as well as in receptor respose. The 
development of puberty ™d the^known effects of sex hormones- on drug 
metabolism warrant con* eration m drug evaluation in the adolescwt. 

2. Safety ' 

. a* General Considerations of Safety ' 

% - . ' . / 

* # ' The major concerns relating to drugs giver>to an adolescent involve: 

(i) the potential for abuse; 

(u) the possibility that the agent ma.y alter the fmal stages of Physical and 
I endocrine development completing the growth cvcle to maturity. 

In i addition, in this age group, medication may not be taken as prescribed. * 
TWe adolescent frequently orrnts doses of medication, ta^ps it at erratic ' 
intervals, and rnajf take imore than prescribed. Safety considerations 
should be addfessed not only to the therapeutic dosage, but also to the 
consequences of suboptimal dosage aod overdosage. { ' 
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bk Effect of the Age Group on Safety Considerations ^ 

0) Immediate Adverse Effect ' 

Drug misuse includes that ot accidental or intentional overdosage or 
under dosage and that of inappropriate use. The adolescent may fail 
to take the medication as frequently as prescribed, or hex may 
employ it in larger doses than prescribed or for .inappropriate 
reasons. The effects of such practices on the disease process and * 
adverse effects wUl have tc be anticipated". 

Hypersensitivity reactions include anaphylaxis, serum sickness, and 
contact dermatitis. Although 'not unique for the age group, these 
reactions may occur as a result of self-medication or inappropriate 
routes of administration of medication. <* 

(U) Delayed Reaction 

• Dependency and habituation are among the major delayed teact ions. 

Oil) Ute Adverse Effects * >* 

ftychosociatjpd behavioral alterations may occur as a fete, even 
unexpected, action of a drug and should be considered in oVug 
evaluation. These* may occur either as a direct effect or as an 
exaggeration of an underlying problem. ^ > 

Other— Growth changes, advancement or delay of puberty and of 
menaixhe, and effect on fertility may consitute othet delayed.&ug 
reactions in this age group. Consideration ' of long-term post- 
fc marketing studes of possible drug effects in these areas depends upon 

the nature of the oVu^. v •* 

Pr eg n a ncy teVt on female participants— Because of the presence of 
unknown or hidden early pregnancy, adolescent girls sfeould have 
pregnancy tests before entering any drug trials. 

EfJ*acy 

The same objective measurements used in adult patients to define efficacy 
should be used. 

Special eroWems 

a. Generaj: The plasticity* of evolving form and functions in the adolescent 
produces unique therapeutic problems for this age group which, can be 
grouped in\o three jnajor categories. % 

(i) Drugs used to alter physical growth and sexual developments Drugs 
eiven to regulate growth or secondary sexual manifestations are 
frque to the adolescent* Many pharmacologic agentvare employed 
in an attempt to. make the subject "normal" or "superior* 1 regarding 
growth, muscular development, or sexual development. Pressures 
to use.orugs are generated by the adolescent's peer group. An 
adolescent who is too tall or too short, too obese or .too thin; or rrt 
athletic enough is^thafie the object of derision by his or her peers. 
' Synthetic androgens are often used under these circumstances. Their 
effects on hepatic function (and metabolism of other *ugs) and 
hepatic carcinogenesis should be taken into consideration. ^ 
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The problems of potentially tall girls and of irregular menses may 
both be treated with synthetic sex hormones. The long-term effects 
- of these practices must be studied with regard to fertility and 
carcinogenesis; The latter is highlighted by the development* of 
uterine carcinoma in patients with Turner's syndrome after 
siilbestrol treatment, 

Conditions affecting both males and females are obesity and sexual 
precocity. Growth and fertility could be affected by agents used in 
their treatment. For example, medroxyprogesterone - us?d in 
treatment of sexual precocity - has been shown to suppress the 
pituitary-adrenal axis, cause Cushingoid features, and produce 
"sticky- chromosomes* in the male gonad These examples of adverse 
effects warrant consideration when new tfrugs of this dars are 
evaluated. 

di) Drugs used to regulate mood and behavior. The adolescent is prone to 
psychosocial disturbances; the ambivalence created by ruvher 
striving for self-identity and his/her dependent needs coupled with 
' rapid changes in physiology and body form create a milieu of stress. 
Bizarre and unusual behavior may result when family interrela- 
tionships are strained or if school and peer interactions break down. 
Depression, anxiety, and acting out are common psychological 
symptoms which the physician is requested to control with drugs. 
There the problem of evaluating efficacy may be confounded by 
concurrent psychotherapy, this must be considered when adolescents 
are enrolled in a psychoactive (frug study. 

Effects on school performance, social behavior, and operation of 
vehicles should be kept in mind. 

Gii) Drugs used for cosmetic purposes. Awakening interest in the opposite 
sex is characteristic of the adolescent. The adolescents' self-image 
in this context is related to their physical attractiveness. Minor skin 
blemishes may result in an inordinate expenditure of effort, time, 
and money to correct anything which may be considered a defect. 
At the same time, physiological changes make them susceptible to 
acne, seborrhea, and hirsutism. They seek and use a variety of 
medications, both on prescription and over-the-counter, to contend 
with these problems. Antibiotics, hormones, and vitamins may be 
prescribed for systemic use or topical application. Other 
medications (such as keratolyses, drying agents, and ointment 
powders to cover blemishes) are limited to external use. 

For topically applied tfrugs, the problem of skin sensitization is 
superimposed on those of potential abuse and overdosage common to 
other classes of tfc-ugs. 



a. Informed consent should be obtained from the subject as 3 responsible 
individual, as well as from her/his parents. 

b. The effects of *ugs, even in the young adolescent, must include the 
possibility that females are pregnant and males may be fertile. 



c. The possibility that the drug may have an effect on ova or spermatozoa 
must be considered. 



Ethics 




I 



33 



6. Other - Compliance \ , 

Patients may fad to take the medication under stutfy accbrdmg to their 
protocol. Thus is particularly true of adolescent patients who are not yet 
mature enough to realize the need to take even the most important medications 
(i.e., insulin m juvenile-onset diabetes). Therefore, to evaluate orugs in this 
age group, methods to evaluate compliance will have to be devised and used. 

OL SUMMARY OF REQUIRED STUDIES 

^ The following summary is intended to list those studies which are felt to be required 
in all (or almost all) drugs to be approved for use in pregnant women, infants, and 
Children. There will oe exceptions. The recommendations are divided into two groups: 
animal studies and studies in pregnant women, infants, and children. 

* f * * 

A. STUDIES IK ANIMALS * 

1. ' Chronic toxicity studies. This is the usual long-term ftuTTidose administration 

to two species, usually the rat and beagle dog. These studies should include 
effects on growth and skeletal maturation (bone age). 

2. Appropriate methods for determining bioavailability using nonradiat ion- emit ting 
techniques are to be developed, Initially "hot" methods for animal studies may 
serve as a prototype for the development of appropriate "cold" methods, but 
efforts should be directed to developing a sensitive "cold" method* The 
method(s) should be sensitive enough to measure with small sample size levels 
in serum expected to be in the therapeutic range. The method(s) should also 
differentiate the drug from its major metabolites. If the latter are pharma- 
cologically active, additional techniques for these measurements are needed* 

3. The pKa and lipid: water ratio of the chemical moiety used in the product should 
be determined. 

* Studies of absorption, distribution, metabolism, and excretion. These should 

account for a major percent of the administered dose and lead to formulation 
of a pattern metabolism and disposition during both acute and chronic 
administration. Major metabolites should oe identified. Unusual disposition 
-particularly in growing bone, teeth, or endocrine organs - v/hich might 
be associated with adverse effects in the pediatric population should be 
sought. 

5. The standard "3-phase" reproduction study. 

' B. STUDIES IN PREGNANT WOMEN, INFANTS, AND CHILDREN 

The following factors are to be determined in each age group for which the drug 
will be approved. The usual sequence of testing should first involve teen-agers then 
successively younger children. Exceptions will occur when diseases are peculiar to 
one age group. The neonate must be approached wijh great care, since even studies 
in young children may not yield a reliable estimate of toxicity for the neonate. For 
studies of the fetus, infants treated as an inadvertent recipient by administration 
to the mother* of a oVug for*a serious medical problem may be the first studies 
involving the fetus. Throughout the recommended studies that follow, there 
apparently are no important sex differences before puberty; thus, data obtained 
from both males and females may be pooled. This is a reasonable but still untested 
postulate, however. 
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BlooJj levels found with the range of^fjoses adopted 4rom studies in adults. If 
such studies have determined the therapeutic range, the AW required in 
infants and children to achieve this range must be an early priority. 

Studies of absorption, distribution, metabolism, and ^excretion. *Thc goals of 
such studies should include hfcalization in tissues, rapidity of excretion, and 
time of peak onset. 

a. Absorption. The percent of t a single. and/or multiple dose that is absocbed 
should be determined. \ 

V 

b. Distribution. Binding to plasma proteins at therapeutic blood levels should 
be determined Studies of displacement of bilirubin from serum* albumin 

^>are crifccal/if the'oYug is to be used in neonates or late in pregnancy. If 
such displacement is found, additional studies with *ugs which may be 
concurrently administered and the effect ot pH, free fatty acids, etc., on 

* the oYug albumin-bilirubin complex are mandatory. ^ 

c. Metabolism. Determination of the majof biotransformation products, 
including a search for unique or unusual metabolites, may be coupled with 
studes of blood levels (Na IL V significant age-related changes ar^tound 
in metabolism, then a comparative profile of quantitative cnallfcs 
occurring with agemay be/rieeessary. ^ 

d. Excretion. The* fate of the oYug, expressed either as percentage of the 
multiple daily dose or as iingle t dose with an appropriate time scale as 
determined from the decline in serum iVvels or other monitor of excretion, 
should be ascertain! Such studies should Recount for a major protion of 
the administered dofe in most instances. 

Bioavailability. If thettose form to be used in children is significantly different 
than that for adultsVit must be considered as a new *ug,'and absorption and 
excretion studies^should first be performed in adults. In any event, the dose 
form or forms used for pediatric patients must be used for studies of absorption 
in children. This stipulation will cover the potential problem of toxicity or 
influences eft the vehicle or other components of the formulation. 

Because of the multiple unique aspects of the neonate, a neonatol agist should be 
part o^the team whic*h evaluates the influence of a new agent to which a fetus 
or a neonate has been exposed. Study must be made of possible interferences 
by the oYug with metabolic reactions unique- or of particular importance to 
neonates, such as the handling of bilirubin, glucoM^jomeostaasis, acio^base 
balance, oxygen-carrying capacity, jfevelopment of porthonar fcsurfactanC etc. 

* r 

Depending upon the *ug, consideration should be given to establishing a^ 
program for long-term follow-up of the offspring of women receiving the *ug 
during pregnancy. Juch studies need to evaluate both possible intra-utef ine 
death ano* malformations. Since many mal formations are not detected at birth, 
a program of follow-up should insure evaluation *at least at i year of age. 
Malformations should include functional as well as anatomic abnormalities. 
Even longer follow-up is desirable, particularly' for *ugs which might be 
anticipated to have an adverse effect on neurologic development. However, 
the difficulties of such long-term studies are*cecognized and some compromise 
must -be made. Depending upon fhe drug, similar but perhaps less intensive 
and extensive follow-up may be needed for children receiving the new 
; dbring postnatal and later developmental stages. 
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6. For c*ugs which may be used chronibally, the effects on weight \jauv*taturai 
growth and skeletal Saturation (including, perhaps, in some cases/ serial bone 
age films), and sexuaj maturation should be assessed. The effects of chronic 
administration on behavior and learning are important areas, yet ones in which 

* no exact requirements for studies can be delineated. The determination of 
effects on behavior and learning may be part of the evaluation of efficacy of 
psychoactive compounds; thus, indirect*/, some data on safety will be 
obtained. However, in addition to specific benefical effects which will be 
observed, other areas demanding consideration are: 

$ a. classroom attentiveness and performance, 

b. grades, comments of teachers, etc, 

c. unusual or bizarre behavior, 

d. somnolence, depression, withdrawal, 

e. reports of trained observers, parents, teachers, 
'f. formal testing procedures. 

In general, the longer the drug is to be administered the more important long- 

* term follow-up Jaecomes. 

7. Studies of hematologic, hepati^, and renal damage from acute and chronic 
administration are needed because these organs are most readily affected by 
drugs, even if no toxicity has^een demonstrated in adults. Such studies must 

* be done with acute and chronic dosing. i 

8. Depending on the drug, specialized studies such as ECG, EEG, hearing/ vision,, 
etc. may be required. Certain clues can be taken from studies in adults and 
from the pharmacologic and chemical nature of the drug in determining the 
number and extent of such studies. * 

9. Before P?Vestigations are begun, provision must be made available for 
management and treatment of accidentaj or intentional overdosage and for 
severe toxic reaction* to the drug. 

10. Data must -be obtained on the influence of the drug on fetal growth and 
differentiation for drugs which will be approved for pregnant women. Apgar 
scores, performance in the nursery, etc., are necessary parts of such studies. 
When appropriate, studies of addiction of the neonate and presence of 
withdrawal signs or symptoms must be performed or be in progress. 

» 

1 1* Concentrations^ the drug and/or its metabolites in breast milk and effects on 
the nursing infant should be d&ter mined for drugs to be usea^ in lactating 
women. A 

All recommendations made throughout these guidelines - and particularly in this summary 
section - must be viewed from the standpoint of flexibility, and apprppriate modifications 
should be* made for the individual drug, its indications for use, and the age of the patient for 
which it is intended. % 
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The FDA guidelines also point out that d\ugs in the newborn 
infant can disrupt the myelinization process 3f the infant"! bra n 
and central nervous system. This is a physiologic process in which 

mv.l?n erV Tl, f,berS , a J? in £ U at6d With a fat -^ e "«l»tani caSed 
myelin. This insulation help* to assure that nerve impulses-the 

m Sfh to fr °? the brain ~ wi11 travel their normal routes 
Any alteration or disruption in the development of the intricate- 
br complex nerve circuitry of the human brain has the potential for 
permanently altering the way in which the nerve signals travel to 

fnform~Uon " ™ y which the b ' ain 

What are the implications of these changes in the brain circuitry 
of the newborn infant? Dr. Donald Tower, Director of the NaUoS 
Institute of Neurological and Communicative Disorders and Stroke 
Kl?h ■* a S d m . zs^More the National Committee S 
Research ,n Neurology Disorders; "It is the biochemical circuitry- 
the biochemical messengers and relevant nerve cells in the brain- 
that fprm the basis for mankind's behavior " 

Dr Roberto Caldeyro-Barcia, a renowned scientist in perinatal 
medicine and immediate past president of the International Feder- 
ation of Gynecologists and Obstetricians has cautioned: 

chin^%h1ldb!rth7^ m m a an j; ^j^! 81 Pracnces have been introduced which have 
cnanged childbirth from a physiological event to a very complicated medical nmr * 

S^L^S Sv^ST TV"!? P r ^-Trried outtmeE 
the S" y Potentially damaging for the baby and even for 

Despite the growing awareness that drugs administered to the 
mother can adversely affect the fetus, physicians continue to ad 
minister sedatives, tranquilizers, analgesics, regional anesthesia 
uterine s imu ants, and general anesthesia to women during cffi 

« hhZ I ?° Ut adviS T g them that none of have been 

• £ £ i f° a P ro £ rl y trolled, scientific evaluation and shown 

bv^he FDA a nHl SPring H N T e ° f the meth0ds Currentlv acce S 
Dy the tUA and the medical, community is an adequate test to 

evaluate the safety of obstetric-related drugs in regard to , their 

effects on the long-term development of the exposed offspring 

Recent research by Collett, and Nelson demonstrates that the FDA 

^n7w 0 en g oein C g CePt " Ap8Br KOre ° f 7 ° r ° V6r 38 an indication ° f 
Epidural anesthesia during labor and birth is often referred to bv 
anesthesiologists as the "Cadillac of anesthesia; yes, researTh now 
SfiSS 6 ^ CtS ° f regi ° nal anest hesia on the exposed 

believe 88 lnnocuous as anesthesiologists would have us 

,nLt W K ek fo f llow - u P evaluation by/Rosenblatt and colleagues of 
strated %tn?fi t0 7*%™ wh ° ha fbuPivacaine epidurals demon- 
strated significant and consistent fffects of bupivacaine throughout 
the 6-week assessment period. The initial effects of bupivacaine 
were cyanosis-a decreased oxygenation of the infant-and unre- 
sponsiveness. The mfants' visual skills, alertness, mother 
organization, ability to control states of consciousness, and physio- 
logica response to stress. were adversely affected throughout the 6- 
week testmg period The intensity of the effects tended to correlate 
with the concentration of the drug in the cord blood at birth 



37 

Research by Brazeiton has demonstrated that epidura 1 anesthe- 
sia puts the infant at the same factor of risk for neurologic damage 
as if the child had l>een born to a mother who had been subjected 
to semistarvation during the first 7 months of her pregnanrv. Data 
from England, yet to be published, shows that an irfa?.i ^ * to a 
mother who ha3 had an epidural block is 20 times mcr* ikf I / be 
delivered by forceps. If the epidural block prolong r ui^r ipts 
labor, to the point where a cesarean section is requ'rt . fetal 
brain is further jeopardized by V i greater levels of mat al drugs, 
necessary in such major surgery. There is not a single well-con- 
trolled study in this country that has looked at the effect of elec- 
tive eoidural anesthesia on the subsequent -development of the 
heed for cesarean section. I am talking about elective epidural. I 
Think it is absolutely a disgrace that none 6f the Federal agencies 
have bothered to look at that possible correlation. As you probably 
know in some hospitals the cesarean section rate has risen to 
almost 3C percent. . t ' 

Many of the drugs administered to the mother during labor and 
birth depress her central nervous system and can affect the fetus 
by lowering the mother's rate of respiration and her blood pres- 
sure. This combination of effects can interfere with the transfer of 
oxygen from the mother's circulatory system to the blood and brain 
of her unborn infant. The mother breathes in less oxygen,* making 
les* oxygen available to be absqrbed by her blood. Because her 
blood pressure is slowed the end result is that a less than normal 
amount of oxygen reaches the baby at a less than normal rate of 
speed. There are drugs that can correct this problem but there is 
no guarantee that they will be effective soo^ enough to correct the 
likelihood - of brain, damage. Persistent fetal hypoxia (lowered 
oxygen saturation of the fetal blood) is considered by many scien- 
tists to be a greater threat to the fetal brain than is exposure to 
relatively short intervals of anoxia (complete cessation of oxygen). 
Research by Ucko in England found that children with normal IQ's 
who had been subjects to fetal hypoxia during .labor tended to 
respond abnormally to stress. 

The mother, too, can be harmed or injured by the drugs adminis- 
tered to her during childbirth. The package insert of the regional 
anesthetic Marcaine cautions the reader: "Reactions following epi- 
dural or caudal anesthesia also may include: high, or total spinal 
block; urinary retention; fecal incontinence; loss of perineal sensa- 
tion and serial function; peristent analgesia, paresthesia, and pa- 
ralysis of the lower extremities; headache and backache; and slow- 
ing of labor and increased incidence of forceps delivery." I doubt 
whether women would be so anxious to have epidural anesthesia if 
the^ were allowed to read the insert. 

The fact that the FDA has permitted the manufacturer to place 
this important warning in the section of the package insert entitled 
"Allergic Reactions," long after its inappropriate placement has 
been brought to the agency's attention, demonstrates the FDA's 
willingness to permit manufacturers to bury the most important 
information regarding drug risks in the less noticeable sections of 
the package inserts 

Although the FDA has never approved the use of oxytocin and 
prostaglandins for the elective stimulation of labor, these uterine 
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stimulants are frequently administered to women during labor in 
order to augment their contraction and speed up their labors. For 4 
example, oxytocin is jised in 25 percent of the labors in the State of 
New Jersey. One cannot possibly ha,ve 25 percent of the population 
having abnormal labor unless something is being done that is 
causing those abnormal labors. 

Such augmentation can adversely affect the fetal brain by in- 
creasing intracranial pressure and by inhibiting the normal 
"transfer of oxygen from the mother's circulatory system to the 
fetal brain. During a normal contraction the maternal blood vessels 
which carry oxygenated blood through the uterine wall are con- 
stricted. During this period of diminished blood flow the fetal brain 
is provided with a relatively constant supply of oxygen from oxy- 
genated blood which has built up in the placentas intervillous 
space during the resting intervals between contractions. These in- 
tervals between contractions are vital to the health of the fetal 
^rain. Uterine stimulants which foreshorten these oxygen-replen- 
ishing intervals, by making the contractions too long, too strong, or 
' too close together, increase the likelihood that brain cells will die. 
The situation is somewhat analogous to holding an infant under 
the surface of the water, allowing it to come to the surface to gasp 
for air but not to breathe. 

It is not surprising that research by Colletti found a strong 
correlation between the administration of oxytocin during labor 
and subsequent learning disability in the offspring. She also found 
an even stronger correlation between the use of oxytocin and epi- 
dural and learning disability in the offspring. 

While the risk of obstetric drugs can be decreased by careful 
fetal monitoring, research by Pr. Caldeyro-Barcia and his col- 
leagues has demonstrated the increased risk of brain da* age when 
the mother's membranes are artificially ruptured in order to screw 
the monitoring electrode into the fetal scalp. 

^Nature has provided protection for the fetal brain bv encasing 
the infant in a fluid-filled amniotic sac — the^bag of waters". As 
long as the mother's membranes are intact the force of the uterine 
contractions is spread ^evenly over the entire surface of the infant. 
Amniotomy, the artificial rupture of the amniotic sacrcan greatly 
increase intracranial pressure and cause a marked disalinement of 
the bones of ihe skull. This pressure and disalinement increase the 
likelihood that^ the membranes, which separate and support the 
various areas of the fetal brain, will be strained to the point of 
tearing, with subsequent hemorrhage within the brain. The artifi- 
cial rupture of membranes has also been demonstrated in animals 
to increase the risk of fetal hypoxia or anoxia because of the 
increased possibility of cord compression and cord prolapse— the 
extrusion of the Cord prior to the birth of the infant. 

Caldeyro and his colleagues have urged repeatedly that the 
mother's membranes not be ruptured in order to speed up labor, or 
to screw electrodes into the fetal scalp for electronic monitoring, 
unless the mother's condition clearly indicates a medical need for 
such intervention. 

Caldeyro-Barcia has pointed out in several of his presentations 
that subtle damage to the brain resulting from intracranial hemor- 
rhage following amniotomy, forceps extractions, or vacuum extrac- 

ERIC - \z 
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Jtion— conditions more frequently associated with the use of obste- 
•> trie drugs— is not likely to become evident until the child reaches 
an age,' around 8 or 9 years, wheh he or she will be called upon to 
use his or her more analytic skills, such as those involved in 
mathematics. This is especially" important to be aware of because 
most -of the studies on the effects of obstetric medication have been 
a carried out for only 4 years, or less. There has been no effort to look 
™ at the effects of these drugs orf learning ability except the work by 
Dr. Brackbill and she will discuss hen research later. V. 

Many anesthesiologists have convinced themselves chat-obstetric 
drugs can actually protect the fetal braip by reducing the mother's 
discomfort or pain, when in fact these stresses have never been 
shown to cause hypoxia in the human fetus and infant. The 
research on which this hypothesis is based" was dorte on wild mon-, 
keys. The researchers could not show a cause and effect relation-^ 
ship in tame monkeys. Yet women all over the country are being 
told that, if they suffer undue pain or stress in labor, their babies 
could possibly be brain damaged.. This is obviously not true. 

Potent pain relieving drugs can elevate ike infabt's cerebrospinal 
fluid pressure beyonB the, normal level. If tjjpreis brain swelling 
induced by intrauterine trauma, birth injury or pathophysiology, 
such drugs increase the possibility of brain damage. Drug-induced 
jaundice can adversely affect the newborn infant's brain by filter- 
ing the normal biochemistry of its blood. 

Drug-induced hypothermia, a condition whereby the infant 
cannot maintain its normal internal temperature, can, cause brain 
injury in the newborn because the infant must use the oxygen 
needed to maintain the integrity of the brain, to turn its body 
"brown fat" into energy in order to maintain its normal internal 
temperature. Measures can be taken to reverse these drug-induced 
adverse effects, but there is no guarantee that such measures will 
be effective quickly enough to prevent permanent damage to tile 
fetal brain. 

Not all fetal trauma is the result of drugs or procedures. Cal- 
deyro-Barcia, Flynn and others presented data at the 1979 Tokyo 
Congress of the International Federation of Gynecologists and Ob- 
stetricians which demonstrated that merely confining a mother to 
bed during labor tend to significantly: (a) prolong labor by 2V2 
hours; lb) increase the mother's need for pain-relieving drugs and 
uterine stimulants; (c) increase the need for forceps extraction • of 
the infant; id) increase the incidence of abnormal fetal heart rates 
and poor Apgar scores in the neonate. Until 3 years ago there was 
no hospital in the country that really was making an effort to 
carry out some of Caldeyro-Barcia plans in order to reduce the 
mothers need for obstetric drugs. His concepts are now being 
carried out at the North Central Bronx Hospital in New York City, 
a municipal hospital which the neonatologist tells me has 80 
percent high-risk motfifcrs— one of the highest risk populations in 
the country. There is )\o hospital in New York City that has a 
better infant outcome tHan the infants coming from the North 
Central Bronx Hospital. Tnfcymidwives at North Central Bronx— 
and tht* program is essential ly\run by midwives— make every effort 
% to avoid the need lor drugs. j 
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Behavioral scientists have/found subtle brain damage to be far 
more prevalent among the g^nctal population than was once as- 
sumed. It is impossible to ignore the fact that drugs administered 
to the mother during labor and birth, and the procedures made 
necessary by such drug use, hawTb$ potential for adversely affect- 
ing the neurologic development of the exposed offspring, which 
may eventuate in failure to learn, failure in life and, for some, in 
criminal behavior. ( 

Despite the FDA guidelines for the evaluation of drugs used in 
pregnant women, which clearly acknowledge the potential adverse 
effects of drugs trapped in the infant's .brain at birth, the FDA has 
permitted manufacturers to imply that the major risk to the fetus 
occurs when the drug is taken by the mother during the first 3 or 4 
months of her pregnancy. We found this type of restricted caution 
repeated in almost every package insert for obstetric drugs. None 
of the package inserts we read Cautioned the reader that no proper- 
ly controlled followup has been carried out on individuals exposed 
to the drug in utero and that, therefoie, the drug may have de- 
layed, long-term effects on the exposed offspring - 

In preparing for these hearings wetfhave rarefully reviewed the 
text of the package inserts in the 198nPhysicians' Desk Reference 
for more than 50 prescription drugs khown td be used in obstetrics 
in the United States. The list is not all inclusive, sipce it would be 
nearly impossible to determine which dru£s are being used in all 
U.S. hospitals. But we have tried to, re\ *ew those drugs that are 
used relatively commonly. 

While a substantial majority of the package inserts studied have 
a section entitled "Usage in Pregnancy/ very few have any 
information on their use in obstetrics. In other words there is no 
section in the package insert entitled* "Use During Labor and De- 
livery/* As you will see from the table, entitled "Drugs Used in 
Obstetrics", which we submit for the record 

Mr. -Gore* Without objection we will put that in the record. 

[The information follows;] 
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DRUGS USED IN OBSTETRICS 
' (keyed <o 1*11 PhyMdane' Dm. Reference) 



(Generic Name) 



IMPORT ANT NOTE Aeconftag le the Conunatooer of the U S. Food and Drug. Adnunatiabon, when the FDA 
km granted approve! of t drag for w la (ft) pregnancy, (b) labor, (c) delivery, or (d) tectattoo, Lhow coadlUoni are 
tpedOolry menttoaed Is the "tndkftttoM" atewoo of law dnn a package Uawrt {mm Column I) He alto confirmed 
that where there » bo maattoa of each not wader 'lAdkfttkwi", the FDA nae not approved uai qf the drug m tboat 
conditions. A "Usage m P r sgaaa r y (or Obstetrics)" section u the package Insert does sot mdtcaat that the drug has 
bsen approved by the FDA for that uar 

i V- - * . . ■ 



Action IM1 
PDR 



Menu- Package Inter i InformtUoo 



S«lr mt in Lirutj 

AM not b«ro to fetal 
rsuto<Nfc«fl dewlop- 



Obstealc-Rriatftd Drugs 



I 

parocuWIy 
on«ari> 

pregnancy 



NooethdcM, Safe iw i> Labor aadV Odter 

dor* act ^t|iuicy oriMiwiv (kc 

a dud* ok other duM iautd in ow cwt 
in labor *od in labor kw InUftuom aaf*) 

obMrtricv sot be<* treww » 
astsb fa atad 



ADRENALIN 
(epinephrine) 



AMYTAL 
(aiaoharb»tal) 



BA 10 it 



ANECTINE 
(sucttnykhoin* Ml 



ATARAX 

ih> *oxy une HC1 j 



ATROPINE AC J93i LY* X 

(atropine Miifalrt 



BENDfcCTIN 
(dnxylsmtne wcdWfttr 
and pyridoxin*. 11(1) 

BLOCKAINE 



NoUiislcd in PhR 



BRtVITAL 
(metbohexilai indium t 



LY ( X X 

{Continued on following pages) 



HV hyp none 

I A lnh*Uu'/n tnnthriu 



PrafrnerofK hormow* 
KmkmmI ancftdictM 
SrJtnvr 
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DRUGS USED IN OBSTETRICS (ConD*u*4) 



At-tkm 1911 Km 
-FDR facbu- 



rKh«c« In-rt tafomatkm Raprtiag ObtfrttfeRtUtH Dnip 



W « — * N n , i» . U « , U*»i«i/ Odirr 

M">«toHy dwM pctsMKy oMmv 

iiSLir 2*2* - rtdy srs, «d 



Jill McN x 



CARBOCAJMt 



RA IIS AS X 



COMPAZINE , TR JI72 SKF X 

w) AN 



DALHANE TR 149* RO X 

- .(DwMfwHO) v HY 



DELADOIIONE E3H - SQ U*C*d but no mformition in PDR 

jiwowwui MUfttfcatt 



DELALUTW PRH 



SQ L**4*d but *o information in PDR 



DEMEROL Af AP NA tl4 BR X 

(iMpMMtM HQ) 



HQ) 



NA 1199 W| x 



V 



rflURIL Dl 1194 MSD X 



DVRANE.fr 



RA 594 AS X 



EDBCRIN 
(f4JUfry»* «cM) 



Dl 119< MSD X 



EMETROL AN 1 549 RR 

arthopflocphanr icmJ) 



4b 
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DRUGS USED IN OBSTETRICS (CoaUmwd) 



Brand Nmm Action nil M»u Pickatfi Infcft lnfcnMNm R«gardnig OteteMc-Rctetod Drafti 
(Gracric unf) FOR ^wtur » 



S«fe w * Umu» Foam NoMdKlm. 5«f« aw m Ubm mdl 0*« 
Ktpwq cmom rwtlM) <1o«»mx Arp^ Mr y or<Mbr» (Mt 

• Itbww/ wtaMrlat 'liltiriiw" 



/ EPINEPHRINE *C EN* >Lk4ed but no Inforrnittoa In PDR 



EQU ANIL TR IJJ1 WY Ust*d but no Information In FOR 

(MpfOtMRMte) » 



E ROOTR ATE US 19(3 LY 



ETHER IA BA Not toted in PDR 

<*rt»y I * titer > 



FLUOTHANE IA ilO AY X 

(kntoUkw) 



GELUSIL . AA US: PD 

Ix^MWtra mm) fclum 
nwn fcydraudM mk< 

KETALAR IV A 1315 PD X 

(fcrtmtac HO) 



LASDt til »JI HH X 

^ .is - 

LEVOPHED V( ill BR 



LIBRIUM IR Ii8» RO X 

(ehkvdiaHfwJud* HH) 



LIDOCAWE RA S3l AB» X 

iUochm HO) 



LORFAN NAA IStl RO 

■ tartrate) 
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DRUGS USED IN OBSTETRICS (ContMMd) / 



Mwi L«m*> ftmm 

LUMINAL , IA — WI Lkted but w> taforaatkm is PDR 



MAAL4K AA Hit Rft 

( I Miiipii lM i 



HACMUUM GLUCONATE 

mm*) CND 111) WH 



MAGNBHJM SULFATE CND 7M BR* Luted but no informitkn in TOR 



RA f)> BR X X X — - 

(mfhamm HO; 

**n*GAH NA HI7 WYXX - X X 

METHIRGWE US 1STT SZ ~ - - - X X 

(■MttjtaffDMffllM Mutmw) 

\ 

METTCAWE RA - LY Not beted in PDR f 

(ripwocrJM) 

HILTOWN TR 1171 WA X - X - _ 

( l|l !■ III) 

MORPHINE NA Hi ES* Lbud but no information in PDR 

MYLANTA AA 171* ST - _ _ 

(ihiMiMa Md HMf%titua 

hy dioti dn hk mtmiticam) * 

NARCAj\ NAA 111 fcN X - X X ' - - 

(■•tot— < HO) 
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DRUGS USED IN OBSTETRICS (Continued) 



Ac** i9ll kbo« P*ek*e hurt Inffonuboa RagvdiBf Obct*trk-R4Utrt Dmg 

pdr ^ 1 — — i ; — i i r 

" SAMil Lwa F«ttw HwidwWB, StlrHia L*mamdf Otttr 

ywycy cmAm y*H*n*d) toiNt m «**«7 <*J 
L«bL wf««i ty o<M(W l*rfto*t 

w*M**4 *vd~ ,,ip ... bhtoNJ inUwb* " l i«.. rim pv) 



NEMBUTAL BA 511 AB 



nesacaine ™ »" pw x x x x - 

(i M ^M ffl f H n HQ? y 

NISENTIL NA - RO Not Itatod to PDR 

• HQ) ' s 



NmiOVS OXIDE IA - BA Not feted to PDR 



NOCTEC 5D 1721 SQ 

fffcfcnl by**) 



NOVOCAIN RA MS BR 

• HQ) 



NUBAJN NA 111 EN X 

jMttMtMw HQ) 

NUMORPHAN U HI EN X 

(NTMnW HQ) 

NUPERCAINE RA III CB 

(dtbttcata* HO) 

PARLODEL LS 1171 SZ X 

» 

PENTHRAN1 U III AB * X 

(■rttrayftuM*. N P ) 



PENTOTHAL IVA II* AB 
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DRUGS USED IN OBSTETRICS (CoottaMd) 



ActM* l«l Hin- Pack** b~rt brocmttHM Rvttrdinf Obtfttric-RiUted Onifi 

*) factor — . , 



1 » * 4 S \ * 1 7 

" ^ ss* »*" * tec* ?*" 

pwanriirty wnttt p n ^ny •r^rbWrr (wt 



<lll l " i rwp—q tatofcaT«rf 



nUNERCAX AC 1941 WY X X - v \ 

• HQ) A \ 



\ 



wtocw us mi ro 

(•ttrtocki) 



fLACIDYL HY Sil A* 



FOWTOCAINE JU III BR 



•OOfOLAMINI AC 174 ES» Lirt*d but no Information tn PDR 



SKOHAl ia 1*12 LY X 



CtLB 



VAAJNE TR ^ wy Uated but no iafonNtion In FDR 



HQ) 



ffARTOCW US - AY NotibtadtftPDR 



X 



STADOL NA 719 BL 

(bakVataaoJ tartmlt) 



NA 9SI JA 



SUCOSTR0* *R 1719 SQ X X X 

surjtal &a in? pd x x*iT 



4 



rwrocwoN us U12 sz x 
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DRUGS USED IN OftSTETOKS {Cmbatwd) 



1111 

FDR ftctwr- 



m 1 1 * 4 S • T 

j^T* L ** 4 T t tamk^m . MrWii U kgmd/ O+m 

prapiMfy «MMiM pmtrMlarrj ' 4m*m fMpw* #»B»»»iy 

— M <i< li *1 jii^ii ij Lhk«tM HUtikM "tit 



TALWDJ NA HM Wl 



THORAZINE 
(iiili»»nwii«i) 



TR 1111 SXF X 



TOCASAMINI 



TR Not Uricd in PDR 



TRILKNB 



BA Not luhtd in FDR 



TUINAL, . 
mi totem MnteMti) 



VALIUM 
(iuitpan) 



»A 111? LY 



TR JiJI RO 



Cbtl 

X "\ 



VIST ARIL 



tr iin rz 



X YLOCAENE 
(WocatM HO) 



RA ill AS • 



YUTOPAR 

• HQ) 



MR 12» MD 



C*LB 
X 



K6V TO MANUFACTURE* 



AS Abbott ** Hiht-^ii 

AS Awn Ci t** 

AV Ayew ES £lki**Suw 

■A liktr IN FruV> 

■H trraa MM Mi 

■ 1 RmtoJ |A JutWCfl 



Lily 
WcN McNrt 
MD MmtO-pow 



ff Ki«t 
RO *<xJm 
RG Ranf 



MSO Mffck Shvf k Cm*vt* *■ lor 







sr 


Stuart 


TR 


Treat 


WA 




W* 


«wri R 


•n » 




WY 
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The FDA km ■nhln»W flw ptegaiftcy wlwonei (A, B C, D. X) to inbjcite • druf potential for cawing birth 
defect! Tha official tapUMlioa of tl 



(nmm *** * &t,, ° n A (tW >' "iur y faart ifat, ■ which »ttl -controUrd ituojo la acanea haw 

tenad ta Ibfltailiili tarn gin rat to the fatal) haw mc ban a*M to datomtae whether or act thee* en 
», l ia ^ lm rtato to the phywcai aed aewotoa* eewtopwwt of the eipowd offreriat. 



■ ■fragb 



h Mag m the FDA* hegaaacy frtagory B. 
Wot aaaVooot r ohnd e tod tat haw paw carried oat ta 
• bam lam to haw ao www* effect! oa offaprtog < 



m 9nmmmr Tha m a nrtn a al aw 
fatwhan ■»* be eaajfled eafa if the anej 
» at tbearhod wi f i wJ y aaat the 
aVnj »• net hnewa la hove a pnteattoJ far 
todwaci ham to aw Sewn. Far all ether 
dram. Una lebaecban a| the fabebag 
aboil cewtoin the faafawtog tofanjnahon; 

(■) Ti r mtrnm * ej bnfc Under that 
heedmg tha fehaitog ihnB laeatifyanw of 
the foiWaw. ceteparwe thai eoohw ta 
the drag, and tha 'abehag ahal bear tha 
etetonwal re ewea d mm* ti b o catogory- 
° to) * ■ywawcy ceanjari k gadeaaali 
and wyfl-niinl, J n«d>#t w. ertgnaat 
wonwa ha w faded ta drwonatrato a 
nak ta tha fatal w tha tot bbneetor of 
pwgaaacy (end thaw ia a* evidence of a 
rfat* later w a irtiw ), hWbdtohng 



ceatnlfad i rad l n in pregnant woman, 
iecaafa aai— i repraductwa atudtci an 
mi always predictiwe af * wnan 
reapoaea. Ala dreg ahould ba aaad 
dwjng pregnancy only if cfaerly 



h) ao way oa* caa tad from that 
huaaaa BMthanaM thair oOaprlof 
aoaaa to tha drug hi ataro.) 

> 

banana, tha Utwitag ahall «ta(at 
"Fregnency Category C Aniaul 



ah**» that tMM e/eVw/) bm mm tha 
itah e/fetol abaamahbaa If 
edaitototored enftag tha firat Ummd 
tAi/at ar a/0 b i aiaett r tr) of prernancy ff 
, ibw «Viaj ia ewd dartog pregnancy, tha 
pcwabwt, af fetal harai epaeart rawed 



rweeibihty WKana. bwiw, 
oVag) M ha aaad barb* pregnancy 
only If dearly needed - The labeling 
ehnB aiat cantata a naecrtotton af tha 
hereon i tadfae. If aaaataJ iiamtmhoa 
•torn* an aaaHahai and hWy fall to 
mmmmmnm a rhfc ta fw fataa. tha 



nproaHtctian aiodiaa 
haw ahawB aa advarw affact jbthaf 
lhaa dacraaao hi fntility). hat aaWqwata 
•nd wtti-oarttraflad aludtaa m aragnaoi 
woajM hava faOad to daawawtrata a 
rtah to tha fataa aWbaj tha Aral ttawatar 
•f artfnaaey (and Ihara ia ao avldaac* 
•* * rtak ta Utar frtotatan). lha labahag 
•Kail tlata TVrpnaacy Catoaory ft 
ntptodMcUm atiioWi bi IkuKtt) mf 
—»moH$)) hava ■hawn [dmenbrn 
findim*) at (jrj teat tha haman dow 
Studiai to ftrmv* woowa. however 
haw ftol ahowa that {mam* cfdnm) 
inertia* tha rtah af afanomatibai whta 
adaumttarad daftog lha Ant [ncond. 
Ihtrd. or *U) tnaatatarti) of pragnancy 
De#piu tha abhaal Andtoaa. it would 
■peaar that tha paaaibfltty af fatal ham 
m itnox*. if tha drag U aaad oWtoa 
pregnancy H t wilht faa a. hacauaa lha 
aradiw ia haaiiaj com rok oat tha 
poanbUMy of ham, Iwat a/oVt«) 



awhatV 



waw tfdntfl M ia aUo 
r [mmtmfmvt) «•» 



.dai(jkiaaba/ 
m*m*b1ft al daaat ap ta U) baata tha 



•vhinea af hmairad farUAty or ham to 
Jh* fabavda* to tooato W Tha 
(abaHag ahaB alaa canlito ■ a*acrta4toa 
of a witobla data an lha dbn af lha 



... dartog pragnancy ooly If 
daacly a aa d ad.* Thalabaliraj ahati atao 
contibi a d t a uip ba n af tha bunaa 
****** and a daaottotton of avatlabla 
data oa tha aOadaf tha dragon tha 
fator grawth. davt l opn Mn t. and 
hiocboaaJ awrarabon of tha child. 

\c) Pnfflmncy emmgoiy C. If an una] 
topradiKtMo atodiaa hava ah*#a mm 
•dvarat tSad an tha fataa. If thcra ara 



andfaacth 



• of tha child. 



oaaaajry * Vnawal 
aaaa haw I 



. laifad to 

danwaatrata a Hah to tha fataa and thaw 
•r* na ada^naic and waO-oontraflad 
•todlaa hi aaagnaot vmnan. lha lahalmg 
■baa ttatc Tragnane> Catagary ft 
Rraradacttoa ataaWa haw haan 
HHomad in [kum\$) ofmmmm^t)) at 
daaw ap to U) bawt tha honaan dow 
and haw rawaJad mm rvtdanc* of 
imaatwd fartihty ar ham to tha fatui 
daa to (mtow mfdn*) Tbtw ara, 
bowawr, no adaqaata and w»D 



M haatina, and if tha banafiU from tha 
mm of lha drag In pragnant vmnan awty 
ha accapubla daaptto tta potontiat riika. 
lha bbtltog ahol rtiiar TVtgnancy 
CatagaryC.(AWn/nmj) ha.bwo 
thawnto ho towtoganfc (or to hava an 
raiWyartdal affact at abhor advoraa 
tffadj fa toaanafa) mfmmmim) whan 
ff>««a bi daaaa fa) baaaa tha baaman doai 
Thaw ara nn aa V aanto and wahV 
coattollad itodtoa fa prvgnant maw. 
(AW o/oVngJahovJdba wad during 
Fvnriancy only if faf puantii! hanaflt 
faoMAoa lha pawn* it rtah to lha fataa - 
Tha labeling ahal cantata a dncripbon 
of tha anlaul trwitot If that* ara no 
annnal raprodvebon itndtoi and no 
*d^ju«!t and w*ltamtro!l«d iradiw to 



caw* fatal ham when adamiatomt to a 
pragnant wotoon ar can affact 
rrpraducbaa capocHy. (Waaay mf aVaf) 
ihonbj ba grwn to a pwgnani waana 
only \j cfaoriy aaadad." Tha hAnhng 
ahall pantafa a daacrtotioa of any 
availabla data aa tha affact of tha drag 
on dm la t»r growth, dn ilapnuat. and 
f uncttonal toaiwatton of mm child, 
(d) hrgnemcy cnlagary D. tf thwatl 

Kalttw avtdmc* of hwnan fatal riah 
wd aa adwrw raoctfan data baa 
in wabnabnnnl ar aurhanng caporiaaca 
or itudm to fauna, bat lha potaantoJ 
b*nt r «B trow tha wa af tha drag to 
prrgaant wnmra way ha acceptable 
deipite ia potential rtokj (far emameto. 
tf the drag fa aaedod In a Ue-thraatentog 
a m i ben or a eria ai diaeaaa for which 
•afar draft caanat be need or ara 
ineffective), lha label tag ahaO elate 
Tregnaney Cateaary 0 8m *Wamiftg*' 
aectton." Under tht ^aratoaj" aadion, 
the Ubeang aUtor ~|M»W o/eVay) caa J 
caaat fetal ham whoa adaania tared to a ' 
pregnant woajan. (Ancnoe the hueua 
dmle Of*d tuty pmrUmmni omimml date ) If 
dut drag fa baed danag pragnancy. or If 
the paUenl becoam pregnant white 
tohtng thia drag, the pa bent ahoald he 
apprteed of the potenttal fanrd to lha 
fataa.* 

(t) Prwgnmmcf tmHmfory X Ifatodieato 
amaab or banana haw deeaanetrotod 
fatal abnomehutt or if there ia poolti w 
evidence of fetal Hw baaed an advene 
reicttoo reporto ba*> m wiaeattonal or 
marketing tvperwnc*. or bath, and the 
ruk of the wt af mm *n*j in a pragnairi 
woniin cfaarfy e*tvm|hi any pooaibfa 
benefit (far CM a wl aafcr drugs or 
other fame of therapy an available), 
the labeling thaB itata. "Pregnancy 
Category X See t^tretodJcattona' 
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Ms. Haire. Most of these drug inserts indicate that safe use in 
pregnant women has not been established. However, a signifiant 
number of these- inserts imply that, although safe use in pregnancy 
has not been established; *afe use^in labor h?s been demonstrated. 
They do this by stating that "safe use in pregnant women other 
than in labor has not been established." Or by the phrase "this 
does not exclude use in obstetrics" or similar language. Since the 
vast majority of drugs whose package inserts included such word- 
ing have not, in fact, been approved by the FDA as safe for use in 
labor and delivery, the inclusion of such statements or words is, in 
our view, deceptive and misleading and should be prohibited by the 
FDA. 

We appreciate the fact that after many years of pressure from 
the women's health movement the FDA s drug regulations have 
been revised so that all drugs known to be used in labor and 
delivery, whether approved for that use or not, will eventually 
have a separate section in the package insert entitled "Usage in 
Labor and Delivery," which describes what is known and particu- 
larly what is not known about the effects of the drugs, when used 
in labor and delivery, on the long-term development of the child 
born of that delivery. For' the manufacturer to continue to include 
such undocumented assurances of safety leaves the manufacturer 
vulnerable to future litigation if time proves the use of the product 
to have adverse effects on the mother's physiology and on the 
subsequent development of the exposed offspring. 

While FDA officials and the pharmaceutical industry may say 
that FDA approval should not be considered the primary documen- 
tation of a drug's safety, the fact remains that, if the manufacturer 
could document the safety of his product's use, so as to obtain the 
FDA's approval of that use, then such approval would clearly 
enhance the sales of the drug for that purpose. 

We have never suggested that physicians should not be free to 
use a drug for a non-FDA approved use. Nor have we asked that a 
drug be removed from the market, except for Bendectin. We do 
ta^ce the position that the health care professional and, in turn, the 
patient should be informed as to whether the intended use of the 
drug has or has not been approved by the FDA. We do not see how 
any responsible Federal agency or official can take a contrary 
position. 

The women's health movement is keeping a close watch on drug 
labeling, drug advertising, and the FDA regulation of drugs that 
affect the lives of women and the lives of their families. Neither 
the FDA, the pharmaceutical industry, nor organized medicine can 
afford to continue to withhold information from the obstetric pa- 
tient which she is entitled to have and the physician is obligated to 
provide her in order for her to make an informed decision as to 
whether to accept or forego the drugs offered her. 

I submit as part of my testimony a copy of the pregnant patient's 
bill of rights, which includes an excellent definition of informed 
consent .by the American College of Obstetricians and Gynecolo- 
gists, and which reflects women s growing desire to be dealt with 
honestly regarding the risks of obstetric drugs and procedures. 

[Material referred to follows.] 
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THE PREGNANT PATIENT'S BILL OF RIGHTS 
THE PREGNANT PATIENT'S RESPONSIBILITIES 



Th« International Childbirth Education Association <ICEA) is an interdisciplinary volunteer organization 
representing groups and individuals who share a genuine interest in the gcais of family centered maternity 
care and education for the child bearing year 

1CEA constantly seeks to expand awareness of the nghis and responsibilities of pregnant women and 
expectant parents Moat pregnant women are not aware of the* rights or of the obstetrician's legal obliga- 
tion to obtain their informed consent to treatment The American College of Obstetricians and Gynecolo- 
gists hat made a commerfdaok effort to clearly forth the pregnant patient's right of informed consent in 
the following excerpts from pages 66 and 67 of its Standards for OtwtirK-Gyntcohttc Service j 

"It is important to note the distinction between 'consent' and 'informed consent' Many phy swans, 
because they do not realize there » a difference, believe they are free from liability if the patient con- 
sent* to treatment This is not true The physician may still be liable if the patient's consent was not 
informed In addition, the usual consent obtained by a hospital does not in any way release the physi- 
cian from rus legal duty of obtaining, an informed consent from his patient 

"Moat courts consider that the patient is 'informed' if the folio*-"! inform a' .on is given 

• The processes contemplated by the physician as treatment, including whether the treatment u 
new of unusual 

• The risks and hazards of the treatment 

• The chances for recovery after treatment * 

• The necessity of the treatment 

• . ,4 feasibility of slternatrve methods of treatment ' 

'One l>oint on which court* do agree » that explanations must be given in suih a way that the patient 
understands them A physician cannot claim as a defense that he explained the procedure jo "the 
patient when he knew the- patient did not understand The physician has a du\ to act with due care 
under the circumstances, this means he must be sure the patient understands whittle is told " 

"It should be emphasized thst the following reasons are not sufficient to justify fail fa to inform 

1 That the patient may prefer not to be told the unpleasant possibilities regardingW treatment 

2 that full disclosure might suggest infinite dangers to a patient with an active imagination there- 
by causing her to refuse treatment 

3 That the patient, on learning the nsks involved, might rationally decline treatment The right to 
decline is the speufic fundamental right protected by the informed consent doctrine " 



On rhc r»lk,*mg page* K F A seu forth :he Pregnant Patient's Bill of R.ghtt 
along with the Pregnant Patient'* Responsibilities 
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THE PREWNANT PATIENTS BILL OF RIGHTS 



v inpiitniv ue bevon.ing irurc isinglv aw ire lh.il well intent loned health professionals do not i!w avs 
hj.r wtcntitK. J»Ij to support common Ameriv^n obsletru jl pravtues and that manv of the\* prasiues are 
>dtncJ ui primal ilv bet i.ne ihev jre part ol medkj) and hospital tradition lr the last foriy yejrs mjn> 
i'"fu jl piM^ti hjvt been .nlnnJui. trd * hK h hjv-e .hjnged ^ hiidhif »h I rum t phvsiologk al cent to 4 verv 
.•'mpiu'ed medisji p'oiedure in whkh jil kinds of drugs jre used jnd procedures s arned ihji someunies 
,npcses v M"v *nd irunv 'if then, poll ntiallv danagingfor the hjhv jifclev.cn for the mother \ grow uig NhJv ol 
.tscaiv'H '>.kcs 'i alarmingly vicar tf * eveiv aspest of traditional \merisjn hospital yjre dunr.g tabor jnd 
le' x *i«si m»w he kjuCM.nned as 'o its possible effect on the future well he ng ot both ihc ohstcKu patient 
♦ id her inborn hild 

Orwineserv »* vhildren horn m ihe I niicd Stj'ii today wilt cventuallv be diagnosed js retarded m^^Jof 
.he^Cv^se* (here is m' familial or genet s predisposing f.utor tW meverv HI to r«hildiennas been found to 
have s.>m< riTti .it bram dysfunction or learning disability requiring ypcsul tie-itment Such siatis'ivs Are not 
s onfir;d to '^c K»*ef wh nt,i»nomi, group but V ut Jyross jH >cg:mentv ot Amerivjn vouetv 



\ New .on v eros die hem^ rjived hv shildheji.ng women besjuse no one knows what degree of oxygen* 
«lepir'ii»n h*ady»'mpr» sion or tr u'lon hv titr v eps he ii nbt , rnor newbor n i nt jnt y an tolerate before that v. hiii^ 
*uv'jipv permanent *r iin J image i>r dvstutuiion f he reveni findings regarding 'he urner elated drug 
t* Ktshlhesin.i ha-r ile»'e.» 'he puhN t.^ 'he las' thjt neither the jppruval of j drug by the L S 1-ULxiarui 
Drug Admimsti jr.nn nm 'he ' m that a drug is pi essnhed by i phy viu m sery^s a guarantee ihai a drug <» 
•nej'ujiii'n is n tfe h'f the fu'ihci «i hef .mhi in v SiM Intiv! \h\ Vmcman adem\ x»t Pediatru s ( ummiitee 
y^n I >rug.s hj-, 'Cv''"!^ <tfs' th it «hvtc sni<duig whether prc-stipiion or er ihe soumer remed, which hus 
rTten proven sjfc for ihe oiir-o'n vhilu ' 



. it\\i tintess sfic'c sIvJcjUmjI 
*«'i'h n he Vt>* r, ,jn H>»spi' i 



lid ' 



' p«*r iKipj'. m <1es isu>ns involving her well hemg jnd thjt i>f her unNn n 
Tiergens \ that pre vents her pjrnop<iMon In addition to the nghis set 
i s P men! s Btll ot K 1 gh!s 1 v>hrth h 3s also hrtn jdopted hv lh c 
£ Prcgnani P then' he., just shi ie presents TWO patienis raiher than 



'e*.>gn./ed tyff^m ihc adJi. onal nghu hsied hekm 



rP» k n„i t ■' r > > i.i ,ur t,k"' pr <>r ni the ddmimsira, on «vl inv drug or prtisedtire to be inhumed 
•he hejith pf 'It-ss i.fnt k m mg f ■ » r her of an pofentul j ire si Or i mi. re si effes ts nsks or hj/„rds to 
*t ,l ,ir her .jr-ht'r n k . new. horn il mi *hk h rnj\ resuti from the u ,e of a drugor proxednre prc-tnbtrd 
.i tJmi^istcrco' fi> hrr dti^ng pregn.tnvv labv>r birth or lasUtion 

t F-< v i, m " , 'nt • prior to 'he proposed therjpv to be informed not only of the 

iet s i sks ind hi/itds .»t iht pn^pt.sed ther.ipv but jlso ol known alternative therjpv nivh js 
iMc vht'dl-M 'h eitm. iinm Jjsscs *hah sottld hrlp lo prep.irc ihe Pregnant Pjtient ph>suallv and 
n it i . ipe *oh ihe di\ N oinlof i ,> s^ess nfpr-gnjns> jnd the experience ol shildbirth therenv 
! ix.ng .»» ei ntn.itm|i tier netd U>i thugs and ^steitu inteivention She shvuld be offered sush 
irrr, n„i' f^i'-. in n(- f prcgnars , m oider ih.ll ^he ntjv make a rejsoned decision 

• fi, 'i *' ' < '»'«*■ pi mi •,» the idminisiralmn of anv drug to he intormed bv ihc healih 
f* '^i prfv ih. i K , jildinuxii t mg ihe itrli^ [. her ih U ♦rv. drug « hn, h she receives during 

^gi»mv if* i M r i ih n»> m iMr' ho* nr when the d ag is l tktn or idnunisicred m.tv idvusth 
h . p K . c- r j .„ t, >r mIovIK t r "l 'hat there is*no dnu ur * hemis M w hu-h h is been 



rin b ( rth i .in'isipited to He tin^^hed prior to the 
in her hnspu »\j itn>n ih.il mmira/ ng hei <ind m turn 
r 'ncdmne *i'l Krneti 1 her bahv 
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* / he Pregnant Patient hffrn^nght pnor to the Administration of a drug or proccdur« to be informed of 
ihc areas ol uncertainly *f loerc is V) properls controlled (olio* up research svhicn has established the 
safety of the drug or procedure with regard to its direct and/or indirect effects on the ph>siologKal ' 
mental and neurological development of the thtld exposed vw the mother to the drug or provedu** 
during pregnancy labor birth or iauaiHi^ — (this would apply to virluails all drugs jnd the w\i majority 
of obstetric procedures* 

b The Pregnant Patient hm thm^ht prior to (he administration of Ins drug to be informed of the brand 
name and generic name uf the dnig -n order (ha( she mac .ids ( ce (he health professional of jnc pas< 
advese reaction to the drug 

The Pffunufft Patient the right to determine for herself without prisMirc from her altendan' 
whether she wilt accept the risks inherent in the proposed theraps or relive .1 drug or procedure 

N The Pregnant Pattern ha \ the right So know f**c ramcand qualifications of the individual administering a 
medication or procedure to her during labor or birth 

/ he Pr r vnuni Pinienthwe the right lobe informed prtortothi dmtnistr iitonof an\ pn^edurc whether 
that procedure i* being administered 10 her for hcrV her babe s benefit <medicalh indicated) or faWm 
elective procedure (for conscnienvc leaching purposes or research) 

to r'ic Prtgnwu P utient ha \ the right tubeaccompanied during the urcsstif t^u »ndhnbb\ someiw she 
cares tor *nd to whom she looks for cmouonal comfort and cncouiagcmcnt 

1 1 The Pregnant Put tent l),^ the right after appropriate medic i! cuftsuMahon to chjoosea posiiion^or labor 
and for hirth which is least siressful to her babs and to herself 

12 IhcOhue'rH Patten /i„i th- right 10 have her babs caicdfoi .it her bedside ,1 hci bab> icnoimal and tu 
feed her baby according to her babs s needs rather th.m voiding in the hospu d | regimen 

M fiie ()h\tefrn Panel' 'u, * the >■> hi to he nfoimed m spring of ibe name ol ihc per n *ho iciudls 
iiclivcrcd her habs and the proUwona! qual't^alion* ot ih it person I nis information should iK « be on 
the birth certificate 



14 IhrOhMrtrtt P .it. U,n , 
babe s care or condition 1 



.huh 



1 to be informed if there ■< 
n.i\ tause her or her r< <l 



■n\ know 0 ol indis.iicd aipe^t ol her »>r her 
a 1 iter difficult* or piohlcmN 



I in trh\ttirn p.ittf>tt has Jit n^lti |u hav 
iccurale and IcgiNe and to h o-e (heir retard 
child re.iches it leasr the age .il majorits or aitern iticcls t 
ire dcsirosed 



• her md her h,t h > \ hoc pi 1 d medic il rccoi d>. snmpl'ic, 
including Nuincs ViUn ret imedhc the hovpilal until ihe 
c the rtruHdN offered to her before thee 



f 

i>mp!cie h.v\pi,jr meui 



<oth dur-iiii md trier her hospital Mj\ h,is ihr r l( jht to hi\e jeeess u» her 
liecords including Nut v(s Notes md to recede j sups upnr pacmem fa 
Me lee md without muii'-rig the expense ot leuming m i)torne\ 



It i> the 'ibxieirix poient ,nd her h,.h> rm( the he .llh proless.on d »h..m.,.u l Hi.P,n, Maum.t ot miurs 
resulting from the um ot jdrutfni -bxiri'H ptuved.oe Ihe.hscrs otonof the ri^htx iisied aK»*c Mill not oniv 
perm.' the.. hs-e"K puiert, i.,p.,i k tp or m the decision* pvokmyHci md her Kjhv » hr nth c irt butssillht'p 
o protect the dth pioU ,,i..nal md the hosp,ia' j(|ur>' I ■'•*»!!, -n ar>Mrt>. fron- ie>rmmrn' ur rounder*! md 
"i^. nn the par* n* tt»e mofhti 



Pwparwl be [>orw Hairt t hair K F \ <_ommnr« ,.n Hrsirh Law ind Rtfulation 
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THE PREGNANT PATIENT'S RESPONSIBILITIES 

Inadtfiiion to undemanding her rights the Prcgn.tfii Patient should also understand that she t<jo hasccrum 
rcsponsibmlies The Pregnant Patient \ responsibilities include (he lollowmg 

I The Prcg runt Patient is responsible for learning ihout ihc physical ,md psychological process of labor 
birth j nd po\i pur ium recover* T he better informed expectant parents .ire the be' I cr Ihcs * ill he able to 
participate in detutons concerning the planning of their c.ire 

? The Pregnant Pahcni o responsible for learning » h it comprises good prenatal and intranatal care md for 
making jn effort ly i^i.nn ihc he . c.trc possible 

^ hpt^.jw parents arc responsible lor knowing jht*ut those his pit it poKies ind regul i>ions which ill 
jffcvt their birth and postpartum cxpei-cncc 

■» The Pregnant Patient is »csponsiMc for «t iflging for j iomp mion or mpport person ihushjnd mother 
\t\icr friend etc i who will \hjrc in her plans for Jjirth and * ho will (luimpjns her during her labor >ind 
birth experience 

* The Pregnant Pattern i\ respon .iNe fot nuking her preferences knimnJe.nl> to ihc health professionals 
mwoiyd in her cas- m a courteous and cooperative manner and (or making mutuallv agreed upon 
ar»angemcnis regard lg irute'nus tare alternative* vuth her physician and hospital in advance of labor 

ft Expectant parents arc responsible for listening to their chosen physician or midlife »tth a., open mind 
just .i\ thev cxpeu_ him or her to listen openh to them 

" Once ihev have agreed to a course o! health cure expectant parents are responsible to the he>t of their 
dhdily for seeing that the progum ts earned out in consultation with others with whom they have made 
the agreement , 

X a The Pregnant Patient is responsible tor obtaining mlormatton m advance regarding the approximate cost 
of her obstetric and hospital care 

si The'Prcgnanl Patient who intends to change hci phssicun or hospital is responsible for notifying .ill 
.oncerned well <n advance of the birth if possible and fonnformmg hoth of s he« s Q^'vons for changing 

10 In all their interactions with medical and nursing personnel the expect ani. parents should behave 
towards those caring for them *ilh the same rtspeci .ind cons deration they ihemselve* would like 

I! During the mother s hospital stav ihc mother is icsponsihle Uh learning about her and her babs s 
continuing 'care after discharge from the hospcal 

I T After birth the parents should put into writing destructive comments '"nd feelings of satisfaction and or 
dusaiixfichon with the care tnursmg med'cal and personal) |hc> received Cjood service to families in 
the future will be facilitated bs those parents *ho take i he time and responsibility <o write letters 
expressing their feelings about the maiermty care the> received 

Ml the previous siatements assume a normal binh and postpartum espenencc F*pevant parents should 
realise that i r complications dev elop in their cases there will be an increased need io trust the espenisc of the 
phy >ician and hovpttjl Maff the> ha>e chosen However il problem., t>cctif the childbearing woman s|ilt retains 
her responstbtlitv for making infi^Tied decisions ihtmi her care it treatment ,md that of her baby If she 's 
mtapabie of assuming that respnnstHttm because ol her physical condition hei p'cvions'y auth\)n;ed compan 
■ on or supovr' per<.ur« should Lfesi.Tie ursponsihiiits for making informed decision^ on her behalf 

Prepared by Hem ben of 1CEA 

j 

^ fnffmuinmut Childbirth Edmulion iwoimium Inr 

nwr,jr\ < ,ip\ \rnJ u sttimptd \*\* uddreweJ en eitipe U> 
fl.u )ork NV J0O01 



BuSt ordmnlhtkfromlCEA PUNkMtkm/DHriimtkm Cmtm 
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There were three Tecent events which convinced me of the need 
to prepare my report on the FDA. The first occurred when I 
requested a list of those drugs approved by the FDA as safe for use 
in pregnancy and obstetrics and was told that the FDA has no 
system for retrieving such information from its records I think 
that is unbelievable It is also t. ae fo; other conditions, not just 
obstetrics* 

The second incident- occurred when I learned that several key 
FDA officers were unaware that only those uses of the drug which 
appear in the "Indications" section of the drug's package insert are 
FDA-approved uses of the drug. Nor were those officers aware that 
only when the drug's use in pregnancy and/or obstetrics is noted in 
the "Indications" section of the package insert is the drug approved 
as safe for use in ptfegnancy and delivery 

When I called the FDA's Office of New Drug Labeling for 
information, Dr Llo>4Millstein t the Director, informed me. that 
the FDA had changed its requirement that only when an obstetric 
use is mentioned in the "Indications" section of the package insert 
was the drug approved by the FDA as safe for such use. He 
referred me to page 37465 oUhe June 26, 1979, issue of the Federal 
Register for confirmation of the change in requirements. However, ^ 
I could see no notation m that text which canceled or modified the 
basic requirement The correctness of my understanding has been 
confirmed by a -recent letter from Commissioner Hayes which I 
submit for the record 

ivlr Gore. Without objection we will include tfrat 

[The information follows:) 
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Network 



Dons Have, Chair 

Committee on Health Law and Rcgulatioi 
He turn Address 
:0Beekman Place 
New York, N Y 10022 
Tel (212)159 5510 

May 7, 19§1 

Arthur Hayes, M.D., Commissioner 
U. S. Food and Drug Administration 
5600 Fishers Lane 
Rockville, Maryland 20657 

Dear Dr. Hayes, 

It was a pleasure to meet you when you chaired your first consumer meeting at 
the FDA. I hope that you will finr* such meetings constructive. I was especially 
pleased that yotj confirmed my understanding that "only those uses mentioned in the 
"Indications" section of the drug's package insert are those uses which have been 
approved as safe by the FDA and that, in the case of pregnancy and parturition, uru>&6 
the use of a drug in pregnancy, labor, birth and/or lactation is mentioned in the 'Indica- 
tions" section of the drug's package insert the drug has not been approved by- the FDA". 
Your confirmation is consistent with that of former Commissioners Goyan and Kennedy. 

Unfortunately, various officers of the FDA interpret the regulations differently. 
When I called Dr. Lloyd Millstein, head of the New Drug Labeling section, prior to 
the consumer meeting, he told me that the rules had been changed and sent me as 
confirmation a marked copy of the June 26,' 1979 Federal Register (see enclosed page). 
I realize that the directive in the "Labor and Deb very" section is well intentioned, and 
its inclusion is an important improvement. However, it is equally important that the • 
package insert clearly define those uses of the drug described in the text which hatve not 
been approved by the FDA as safe for such use. to omit this designation would lead 
many health professionals to the erroneous assumption that the drug has received FDA 
approval as safe for such use, ^ 

There are many health professionals who are apparently inadequately informed as 
to how to Identify in the package insert an FDA -approved use of the drug from non- approved 
uses. Therefore, the National Women's Health Network requests that a notice be placed 
in the next FDA Bulletin, which reads: 

"HOW TO IDENTIFY FDA -APPROVED USES O^F A DRUG 

Only those use** noted under the "Indications" section of the 
package insert have been approved as safe by the FDA. If, 
for example, the "Indications" section of the package insert 
does not specifically mention use of the drug during pregnancy, 
labor, delivery and/or lactation, the FDA has not approved of 
the drug as safe for such use. T * 
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Dr. Jlayes * May 7, 1981 

While I realize that many health professionals are well aware of bow to identify 
an FDA -approved use of a drug, obviously many do not. Such a notice will help to 
protect tbe'health of the American public and is of sufficient importance to warrant 
its inclusion In a forthcoming FDA Bulletin, 

I look forward to hearing from you in regard to this matte. 

Best wishes, 



Doris Haire 
President 

DBH/vs 
Enclosure; 

Federal Register page 



ERIC 



57 



Federal Kerj»Ut / Vol 44 No IK / Tue»day I una 2fi 1B7B /Rule* and Regulation* 37465 



• ection" Under "Contraindication* " tha 
tab* lief thatl elate "fNon* of drug) 
may fro*/ can »r fgiel hirm wh«s 
edmtntatered !o a pregnant woman. 
(Dttcriba the human data and any 
ptriatont omma! dote ) (Noma of drug) 
fa conUaindicoted m womb who am or 
uy become pregnant- If (hi* dnif a» 
ueed during pregnancy or tf the paUr»l 
become* pregnant while tiklnf tWe 
drug, the patient ahould be apprieed at 
the potential hazard to the fetu* " 
-\»\ NonttrotogenK effect* Under thla 
heading tht labeling ah all contain other 
information on the drug • effect* on 
reproduction and the drug a uae dunnJ 
pregnancy that n not required 
•pecificeily by one of the pregnancy 
catrgonea U the Information i* relevant 
to the aafe and effective uae of the drug. 
Information required under fJiia heading 
•half include nan teratogenic effect* In* 
the fatua or newborn Infant (for 
e> ample. withdrawal tyrnptome or 
hypoglycemia) (h a t nay occur becauae 
of a pregnant woman a chronic uae of 
the drug for • pree»>eting condition or 
rfiTiae 

(TJtibnr and d*>rv ery If the drug haa 

* rrcognued uae during labor or 
delivery {vaginal or abdominal 
delivery), whether or not thr uae it 
•tated *n the indication* arctiori of the 
Ubel.ng*tri* auharction of the labeling 
ahall deembe the 'available infoimahon 
about the effect of (he drug on the 
motner arid thr frtua on the duration of 
labor ot deliver on the po**itiiDi> that 
forcepa delivery or other intervention or 
reauiciiation of the newborn will be 
necriaary and thr efTect of the drug on 
the later growth development and 



declalon ahould be made whether to 
dlacontlnua nuralng or to d,*cortinue the 
drug taking into account tha importance 
of the drug lo tha mothar If the drug It 
not aatooated with tenoui *d»ar#* 
read Ion* and does not bavt a knows 
tumorijanic potential the labeling ahall 
•tata ""Caution should be r arretted 
when (nam* of drug) i* admlnlatered to 
■ nurting woman." 

(IH) B • drug la abaorbrd tvtlemicahy 
and InJormatlon on eacrrtion in human 
milk la unknown thla eu'-iecbon of the 
'abellng ahall contain one of the • 
following ateleraenta a* appropriate If 
the drug ia aaaocialed with aenoua 
adverae reactiona or haa a known 
lumongenk potential the labeling ahall 
a'ater * It la not known whither (hi* drug 
la e aerated In human milk BeLa^ee 
many druga ana excreted in human milk 
f and beceuaa of the potential for aerioue 
adverae reactiona In nuremg infante 
bom [nam* of drug) [ot "Becauae cflhe 
potential for tumongrnJcHy abown for 
(name of drug) in {antmol or htiqian) 
•ludirtL eldedeion ahould be rrede 
whether to diecontinue nqrauig or to 
dta continue the drug taking mto account 
the importance of the drug to the 
mother ** If the drug fa not aaaociated 
with aencua adverae reactiona and doe* 
not have a known tumongeruc potenhaL 
the labe'mg ahall atate Itia not hno* - 
whether thi* drug ia eacretrd In humar 
milk Becauae many druga hit excreted 
in human nulk, cau'ion ahr.uld be 
eterciaed when {name of dnig) ia 
adminlaSered to a mirtmg woman." 

(*J Pediatric uae A Ipecac pediatric 
indication if any ahall be deacn bed 



- — drr the "Indication* end U*aie" 

June tional maturation of the child If any ,„,ion of o,, i (betlftl , nd ippropnBle 
Informal,™ reqou-ed under thia tediatnc dotage ah.tl be.uted under 

• ubaefbon ta unknown, thia t.bieulion lne ~Do,.ge and Admmtatrr— ~ 
of the labeling ahall title that the 
tn f o rm ation u unknowm. 
la 1 ) Njraing mother* 
I") If tdrug ia abaorbed ey*trmirally 
th» auptection of the labeling ahall 
contain. If knew n information about 
excretion af the drug in i ajr « »r,d 
effect* gn the nursing u 'ant re ment 
advene effecta obn >e~ in jn--a 
off ipnng ahall be detmbed. 

J»l If a drug abior bed ty»*rm,reHy 
and ta known lo be racreted in human 
milk !hia eubtrr lion of the labeling ihaJl 
loniain one of the followtna atatememe 
at appropnate If the drug n aaeorieted 
with aenoua adve-ae reactiona or tf the 
drug haa a known rumnngenic potential 
the labeling thatl atat* Becauae of tbe 
potential frr aenoua adverae reaction* 
>n rurung infanti frnm (nome o drug) 
|nr fteieuie of th. potential for 
t ,mrinjf n>nty tS-nvn f.> r 'name t/f (i'Vgf 
u, fun rtator h.r-an} a'.idiea) a 



aertion of the labeling Statement* on 
pediatric dsc of the drug for an 
indication approved for adult* ahall be 
baaed on *ub*tential evidence den ved 
from adequate and we I) -controlled 
•tudiea a* defined tn | 314 11Va;(5)(n) of 
thierhapter unle** Uu* requio ment it 
waived unde- | 271 5* or 
I 31« 1tlt*H3JPM of tM* chap e r If th~ 
re'^uirementaof | 314 llt(a)(5)(tl) of thl* 
f v aptar cannot be met thl* lection of 
the labeling ahall rontaln out of the 
fr Mowing ttatemenl* Safety and 
e"ec«ivenr** ui children have not been 
ei«*bli»hed or "Safety end 
effectivene** m childre" beiow the age 
off ) have not been eatabbthed If u*e 
of the drug in premature or neonatal 
infanta ot in older children ta 
a»i Elated with a *pet ific haiard. the 
h»raid ahall l>e deaenbed m thi* 
• i» *ertton of the label ng o- if 
appmpnaie the ha/*rd *h«l! be »ia'rd 



In tha "Coot/ a Indication** or 
"Warning*" taction of the labeling and 
thl* aubtactjon of tha labeling ahall refer 
to It 

(g) 'Adverae Reactiona" An advarae 
reaction la on undealrable affect 
re ■ ton ably aaaociated with tha uae of 
the drug that may occur aa port of that 
pharmacologic al action of the drug or 
may be unpredictable to Ita occurrence. 

(1) Thi* eectioo of the labeling a haH 
li»t the adverae reaction* that occur 
w'th the drug and with drug* in the 
eame pharmacologicaUy active and 
chemically related rJaaa. If applicable 

(2) In thl* hating adverae reactiona 
may be caiegonied by organ ayatem. by 
m verity of the reaction, by frequency, or 
by (oncological mecharutra. or by a 
combination of thaac a* appropriate If 
frequency Information from adequate 
clinical atudiea I* ivaliabia the 
calrgoriea and the adverae reactiona 
within each category ahafj be luted to 
decre a *ing order of frequency Am 
adverae reaction that ia •ifificaotJy 
more a r vera than the other reaction* 
bated in a category however ahall be 
bated before thoee reactiona rrgarcDeaa 
of it* frequency If frequency 
information from adequate clime*] 
atudiea ia not available the categonea 
and ad verae/eactiona within eqch 
category ahall be hated mdecreaaing 
order of aeventy The approxim*t*j 
f equency of each adverae reaction ahali 
' e expreaaed In rough eaiirabtea or 
order* of magnitude eaaenffplly aa 
follow* The mo*t frequent adverse 
reaction|*J to [now of drug) ia (are) [hat 
rroction§\ Thla (theac) occuri>] is about 
(eg one third of pat ten ta one in 90 
patienta let* than one tenth of patient!) 
I*** frequent adverae reactiona are (Aral 
rroctton§) which occur to 
approximately (eg one In 100 patienta) 
Other adverae reactiona which occur 
rarely in approximately (eg one tn 

1 ODD patient*) are (/*#/ reortjone}." 
Percent figure* may not ordinarily be 
u*ed unlet* they are documented by ' 
adrquate and* well controlled atudie* aa 
defined in | »|« 111(a)fS)(ii) of ita 
chapter they are *bo i to refb ct 
grneral exparienca and they do not 
faiaely imply a greater degree of 
accuracy than actually eueta 

(3) The "Wamirga" eectjon of the . 
lal>ehng or |f appropnate the 

ronbaindicationa" aecticn of tha 
labeling ahall identify any poleniiaOy 
fatal adverae reactioo. 

(4) Any claim comparing the drug to 
which the labeling appfte* with other 
drug* m term* of frequency ae verity or 
character of adverae reaction* ahal! be 
b«*ed on adequate and well controlled 

• ♦udte* aadefioed ui | 314 111{aH5){U) of 
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DEPARTMENT OF HEALTH & HUMAN SERVICES Pubfcc M««Hh Srvw 



Food »«d Oru^Admtn»»tr«tion i 
Rockvillt MD 20857 



JUL 1 4 1981 y 



Ms. Doris Halre 

President, national Women's Health Network 

30 Beekman Place 

Men York, New York 10022 

Dear Ms* Halre: 

Thank you for sending the comments 1n your letter of May 7, 1981, 
concerning prescription drug labeling and non-labeled indications (also, 
referred to as "unapproved uses"). I want to apologize for the delayed 
response to your request that we Inform health professionals, by means of 
an article 1n the Drug Bulletin , that only those *ses listed 1n the 
Indications sectlofToT the package Insert have been approved as safe by 
the FDA* I have reviewed this Issue with people on my staff, and- this 
review accounts 1n part for the delay. We have concluded that, while 
' such a statement would be true 1n the technical sense, 1t would be 
misleading and--1n many cases~not In the bejt Interests of patients. 
Let me attempt to explain our thinking on this Important and difficult 
question. 

The Issue of non-labeled Indications has been widely publicized and was, 
1n fact, the subject of an FDA Dru g Bulletin article 1n October 19*2 and^ 
of speeches and publications J>yTBA staff members and by the American 
Academy of Pediatrics' Committee on Drugs. (I have enclosed copies of 
these for your Information.) We feel that health professionals are aware 
of the Issue through these means, but we will continue to raise the Issue 
periodically 1n order to assure that new members of the professions are 
made aware and that others are reminded. Specifically, I have arranged 
to have a proposal for an article on prescription drug labeling and 
non-labeled Indications be submitted formally to the editorial board of 
the FDA Dr'ug Bulletin . 

Further the uses listed 1n the Indications section of the package Insert 
are those for which FDA has determined that there exists «*stant \*\ 
evidence of effectiveness and for which a favorable benef1t/r1sk judgment 
has been made. This does not mean that other unlisted Indications way 
not have such evidence as waW, but since there has been no determination 
about the safety and effectiveness for those indications, they are not 
Included 1n the labeling. 

I was pleased to note that you agree with FDA's requirement that, when a 
druq has a recognized use during pregnancy (whether er not such use is 
Included In the Indications section) the labeling should provide 
available Information on the effect of that drug on the mother an I ch Id 
and on labor and delivery. In ef'ect, however, you ask that we make it 
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Page 2 - Ms. Doris Haire # / 

Slt^lSl^ 1? jpproved. as I mentioned above, labeling doA 

TSrJl "25 ^ ta i? a11 ° f 11,6 1nd1c " 10ns 'or which adequate data on 
^^r^JTI«iI Ve I!r SS ? X I St ; Fur thermore, « Or. Triple points out In 
FW ?^ eCr-.rhf g 22 of the Package Insert,' and as 

FDA has long tield, "the physician must be free to use a drug for an 

^llll 2 Z *♦? dP 5 a9B s P« 1f1ed 1 " the insert wh«n such usage 
•appears to be rational anjlfor the benefit of the patient.- In Its 
paper the AAP Committee on Drugs states that an "unapprove* use" of a 

l2 *f ™JS f 9 J * SC ; I? 6 *° rd una PP^ed 1s merely to Indicate 
lack of approval, not to imply disapproval or a contraindication based on 
positive evidence of lack of safety or efficacy." 

unl!^ * 1ntCnd t0 1nd1ct a ^ as oel/ig unsafe for, an 

unlabeled use (unless, of course, such evidence exists). Rather, your" 

?h! S ^ l? 0rm the P n y s1c1an that a drug used for an indication not in 

«5» ?^ Cat Jr SeCt ^ ?! the label1ng not have oeen shown tote 
saf L °T.? uch use# For the r easo"« I mentioned above, however I do not 
agree with your s^ges ti on that the next FDA Drua Bulled contain 
precisely the statement you recommend. — ^ 

LIS ? artS the ^ abel1n 9 Regulation are pertinent to this discussion, 
and I want to call them to your attention. 

1. Under the Indications section, the regulations state that if 
there 1s a common belief that a drug may be effective for a 
certain use but a preponderance of evidence shows that 1t 1s 
I?fu fe ^ 1vCf FDA may rc 9 u1re that the labeling so state. 
Although this dea s with effectiveness, »it 1s related as well to 
safety, because all drugs have side effects and because the 
benef1t/r1sk ratio of a drug for an indication for which It 1s 
Ineffective is unfavorable. 

2. Under the Warnings section, the regulations state that the FDA 
may require a specif 1c warning relating to a use not provided 

* for under Indications when a drug 1s commonly prescribed for 
such use, when there is a lack of substantial evidence of 
effectiveness for that use, and when such usage 1s associated 
with serious risk *r hazard, let me assure you that a serious 
hazard from use of a drug would always be Included in the 
labeling whether or not the drug is specifically Indicated for 
the use in which the hazard has been observed. 
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Page 3 - Ns. Doris Haire 



I hope that this explanation helps you underspend why I cannot agree with 
your recommendation. I appreciate having your suggestions, however, for 
they gave me an opportunity to think through a number of provocative 
questions about the labeling of prescription drugs. 



Sincerely yours 



jlstL, jLa ft-,*. 



Arthu'Tltifl Hayes, _ 
Commissioner cf Foo3 am 




Enclosures 



1 - "Use of Dru^s for Unapproved Indications: Your Legal 

Responsibility 11 ; FDA Drug Bulletin ; October 1972 

2 - "Unapproved Uses of Approved Drugs: The Physictan, "the Package 

Insert, and the FDA*; Pediatrics ; August 1978 

3 -."Legal Implications of the Package Insert"; Primary Care ; September 

1974 

4 - "Prescription Drug Advertising; Content and Format for Labeling of 

Human Prescription Drugs"; Federal Register ; June 26, 1979 

Ms. ^ft aire. I have no dQubt that Dr. Millstein truly believed that 
what he was saying was correct. That is probably what he was led 
to believe. 

Shortly after his appointment as FDA Commissioner, I wrote to 
Dr Hayes. I described the confusion expressed by various health 
professionals when I asked them how they identified an FDA- 
approved use of a drug. I requested that the FDA inform health 
professionals by means of an article in the FDA Drug Bullet* that 
only those uses listed in the "Indicati^s" section of the package 
insert have been approved as safe by the FDA. The Commissioners 
response was that *while such a statement would be true in the 
technical sense, it would be misleading— and in many cases— not in 
the best interests of patients." . 

Commissioner Hayes' position, that truthful information should 
be withheld from both health professionals and the public, illus- 
trates the FDA's pattern of thinking which has made it so difficult 
for responsible consumer groups to work effectively with the 
agency It is difficult to avoid the conclusion that the FDA is more 
interested in protecting the physician who prescribes the drugs 
than the patients who receive them. 

It now appears that information regarding how to identify an 
FDA-approved use of a drug is being purposely withheld from the 
public. Vfe could find no currently available FDA-printed 
information, book or pharmacopeia which instructs the reader as to 
how to identify an FDA-approved use of a dr M g. In refusing my 
request Dr Hayes did say that such a notice was published in the 
FDA Drug Bulletin in 1972. One such notice in 10 years is hardly 

sufficient. t , _ _ 

When I questioned obstetric nurses, midwives, supervisory per- 
sonnel, graduating medical and pharmacy students, none were 
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aware that only when the .drug us£ in pregnancy and obstetrics is 
noted in the "Indications" section of the package is the drug ap- 
proved by the FDA as safe for such use. Even the women who took 
my call to the FDA's Office of Consumer Affairs gave me an 
incorrect answer! 

When I learned/"t>f the FDA's approval in 1979 of two powerful 
narcotic-like analgesics, Nubain and Stadol, as safe for use in ob- 
stetrics without first presenting evidence of safety to the FDA's 
Fertility and Maternal Health Drugs Advisory Committee for 
review, I realized that until Congressional and public attention was 
brought to bear on the inadequacies of the FDA's evaluation and 
regulation of drugs the agency would continue its laissez-faire ap- 
proach to the evaluation of obstetric-related drugs. My exchange of 
letters with Dr. Marion Finkel, director of New Drug Evaluation, 
regarding Stadol demonstrates the FDA's laissez-faire approach. I 
submit this exchange of correspondence along with my testimony 

fTJie material referred to follows ] 




DEPARTMENT OF HEALTH EDUCATION AND WELFARE 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
ROCKVJLLE MARVLANO 2«5? 

MAD 4 1981 
Doris Haire 

American Foundation for Maternal 
and Child Health, Incorporated 
30 Beekman Place 
Hew York, New York 10022 



Dear Mrs. Haire: 



Your letter of December 8, 1980 to the Commissioner concerning the use of 
butorphanol tartrate (Stadol) for the relief of prepartum pain has been 
referred to the Bureau of Drugs. Our response lists your questions for 
clarity. 

1) What were the criteria for exclusion and Inclusion used 1n 
establishing the safety of Stauol in regard to both the 
immediate and delayed, long-term effects Jt" Stadol on the 
exposed offspring? 

There were no exclusion criteria for the offspring; all 
offspring of mothers participating*^ the Investigate, ,ere 
studied. 

2) Wriat were the criteria used to determine the control group? 

a) Was the control group comprised of healthy unmedicated 

mothers and their offspring or mothers who had a different 
form of pharmacologic treatment for prepartum pain? 

The control grou^was determined by random allocation to 
treatment with the standard drug (meperidine). All women in 
this study received either the test drug or the comparison drug. 

3) How many parturients and their offspring were included in the 
experimental group and how many were included in the control 
group? 

There were one hundred and forty patients in each group. 

4) Who carried out the research to determine the immediate effects 
of Stadol on the exposed offspring? 

a) Has the research been published? 

b) In what refereed journal does 1t appear? 
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Mrs. Doris Haire 

* 

Or. Albert Maduska of the Department of Anesthesiology at the 
University of tennessee and Or. Robert Hodgkinson at the 
University of texas Medical Center, San Antonio, Texas performed 
the studies. .There are two publications: 

Maduska, A.L., Hajghassemali, M. A double-blind comparison of 
butorphano and meperidine in labour: maternal pain relief and 
effect on the newborn. Can. Anesth. Soc. J. 25: 3g8-404, 1978. 

Hodgkinson, R., Huff, R.W., Hayashi, R.H., Husain, F.J. 
Double-blind comparison of maternal analgesia and neonatal 

J n : u int b ? h ^? r RiL^°r , 2 74S: v i"9 u : butorphano1 and mepeHdine - 

C) uted 1 ?" 6 ^ 0115 ° f neurol09lc "sessment of the newborn were 

The evaluations that make up the APGAR score, the time interval 
from delivery to sustained respiration, and in Dr Hodgk nson's 

to^seTs'the n S ew X b t o e rn n . P ° ,nt neUr0l ° 91Cal »-'"»« ™ 

5) ^T^i;^Z^^ e deUyed ' lon9 " term 

a) Has the research been published? 

b) In what refereed journal does it appear? 

c) What methods of neurologic assessment were used to evaluate 
the neurologic and physiologic state of the offspring? 

dj At what ages were the neurologic assessments carried out? 

No research on long-term e'fects of Stadol on the exposed 
offspring was done in these investigations. FDA is not aware of 
any evident that treatment of labor pain with one or two doses 
of analgesic medication can result in long-term effects that are 
not mediated by immediate, clinically-observable 
pharmacodynamic effects of the drug. ' 

Maternal concerns: 

1) When Stadol is administered intramuscularly (2 no) or 
intravenously (1 mg) does Stadol: 

a) Slow the parturient's gastrointestinal functioning? 

b) Sow the transfer of oxyqen from the parturient's 
bloodstream to that of her unborn infant 7 
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Mrs. Doris Haire 



We have no information on these points. 

c) 'Cause uterine contractions to become dyscoordinate and, in 

turn, slow the progress of labor7 

d) Increase the need for uterine stimulants during labor and 
delivery? 

The data developed in the studies cited above indicated that 
there was no significant difference between the duration of 
labor in patients treated with Stadol and meperidine. Compared 
to meperidine, no increased need tor uterine stimulants was 
found. 

e) Inhibit the parturient's gag reflex? 

f) Increase the possibility that a caesarean section will be 
needed to facilitate deliver^? 

There were no observations concerning the gag reflex. The 
incidence of caesarean sections was no higher in patients 
treated with Stadol than in patients treated with meperidine. 

Fetal/Newborn Concerns; 

1) When Stadol is administered intramuscularly (2 mg) or 
intravenously (1 mg) does Stadol cross the placenta ard enter 
the fetal blood, brain, and other organs? 

Stadol does cross the placenta and enter the fetal circulatory 
system. We may deduce from our knowledge of the physicochemical 
properties of the molecule that it subsequently enters the brain 
and other human organs. Animal studies show the drug to be 
distributed widely following injection. 

2) Under what conditions does Stadol tend to accumulate in the 
fetal blood, brain, and other organs? 

Cumulation^ drugs occurs when the rate of delivery to a 
compartment (e.g., blood, brain, organs) exceeds the rate of 
removal from the compartment; multiple samples from each 
compartment are required to determine the rate of delivery and 
the rate of removal. There are ethical constraints on studies 
which require multiple blood samples from infants, and samples 
of brain and other organs have not been obtained '\n any human 
subjects. 
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M rs. Oons Ha ire 



3) What is the average lapsed time between i istration of 
Stadol to the parturient and the uptake c by the fetal 
c lrculation? * 

We have no experimental data regarding this question, but it is 
likely that the transport, of the drug to the fetus is very rapid. 

4) What is the half-life of Stadol? 

The half-hfe was not determined in parturient-women. From 
information gained in other studies, the half-life followinq 
mtramus ular injection is calculated to be about 2,7 hours! 

5; What are the metabolites of Stadol and what effects do they have 
on the fetus and the newborn? 

The rajor metabolite is the conjugate with qlucuronide. It 
appeals to be pharmacological 1> inactive. " 

-ops Stadol admin istered'to the parturient: 

j) S^o* fetal breathing Movements? 
Alter fetal heart rafje patterns? 

f! U)wer bl00d 9*ses m the fetus and n/wborn, and if so, how 
are they alifcrpd 7 * 

Afiy rffect on fetal breathing movements is u\doubtably 
irso-rplated. Direct observations on the fetus were not 
t.-f-rwd In these investigations. No differences in fetal 
hp^rt rates between the two treatment groups were observed in 
.hps* studies. Fetal blood gases were no\ monitored since this 
i^s special methods for obtaining samMes. There were no 
i icant differences ,n the PCO? c - pH o\eno U s blood from 
ur^uicji tords of .=»hmc k __«.__ > '^ . . 



,/abies born to mothersSreated with 

_* i J j I T»t»per i d inc . 

M*«r neuronal maturation, cell rf -f c er e ntiat ion, cell - 
-nration, and dendritic abortvation in the brain of the 
■ *tjs and newborn mf a» *? 

*' / i¥ ^ " information on this point, but we would not 
-*>-i:.jt» iiy effect rcllowinq a brief exposure period. 

-f* I the infjnts' tile to suvtamed respiration? 
i m thP lik/ i imj0 ff that h,e infant may require 
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Dor i s Halre 



In one investigation, infants of matters treated with Stadol 2 
mg I.M. had a shorter average time^w sustained respiration than 
Infants of mothers treated with meperidine 80 mg. None of the 
infants borP'to mothers treated with Stadol required 
resuscitation. We believe that overdosage could oroduce 
respiratory^tepression, but there have been no su£h incidents 
reported. 

g) ' Affect the thermoregulation of the infant? 

h) Affect the brain wave patterns of the fetus and newborn 
infant? 

i) Affect the visual and auditory responses of the newborn 
infant? 

These observations were not performed. 

z) Cause the newborn infant's suckling to be incoordinate? 

This was not directly evaluated m these studies, and there were 
no observations which suggested this effect 

7) What is the length of time Stadol tends to remain in the blood, 
brain, and other tissues of the infant after birth? 

As mentioned above, determination of rates of drug removal would 
require multiple samples, and this has not been determined in 
infants or children. Thecal f-1 lfe listed above was calculated 
from the results of studies in adults. 

8) How long does Stadol appear in the mother's milk after birth; 

We do not have exact information on this point. Based on 
half-life values, we would expect that there would not be any 
appreciative level in breast milk 24 hours after tbe maternal 
dosing was completed. 

9) If the FDA does not have in its files properly controlled data 
which demons trate J Xe safety of Stadol in regard to the dr g's 
delayed, Tong-term effects en the subsequent physical, 
neurologic, and mental development of the exposed offspring, why 
has FOA not required the package insert to caution the reader 
that the delayed, long-term effects of Stadol on human 
development are unknown 7 
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Mrs. Doris Haire 



As you know, the current prescription drug labeling regulations 
were published June 26, 1979. When fully implemented, the 
labeling foY drugs with approved indications for use In 
obstetrics {also drugs with a recognized use in obstetrics, even 
if not approved for such use) will be required to provide under 
the Laoor and Delivery section the available information 
concerning the long-term effects of the drug on the growth and 
neurological development of the child. If no information is 
available in this regard, the labeling shall state that fact. 

-The labeling for Stadcl will be revised as necessary, in accord 
wi.th the compliance schedule published May 16, 1980, a copy of 
which is enclosed for your Information, You'will note that the 
effective date for revised labeling for general analgesics (of 
which St ado 1 is a member) is May, 1983. 

Dr. Zavadil has asked me to enclose tne reprint requested in'your 
telephone conversation with him on January 22, 1981. 



Sincerely yours, 



Marion J. Finkel, M.D. 
Associate Director for 
New Drug Evaluation 
Bureau of Drugs 



Attachments: (d) 
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Dear Jere, 

Becausc-tbe FDA's approval of SUdol for the relief of prepartum 
pain (Sept. 1979) appears to represent the current thinking , attitudes, and 
objectives of the FDA, I would appreciate answers to the questions I have 
posed regarding Stadol and Its effects on toe parturient and her offspring. 

I would like to call your attention to the following statements (under- 
scoring added) made in the package Insert of SUdol (see enclosed copy of 
PDR Supplement B/1980, Page BS): 

"Usage In Pregnancy: The safety of stadol far use In pregnancy 
prior to the labor period has not been established ; therefore, 
this drug should be used rn pregnant parents only when In the 
Judgment of the physician Its use Is deemed essential to the 
welfare of the patient. 

'Usage In Labor and Delivery: Safety to the mother and fetus 
followi ng n*»<nU tr»tion of Stadol during labor has been established . 
Patients receiving Stadol "during labor have 'experienced no adverse 
effects other than those observed, with commonly used analgesics. 
Stadol should be used with caution In women delivering premature 
Infants. \ 

"Usage In Nursing Mothers: The use of SUdol in laotating mothers 
who are nursing thelr-iafa^a la not recommended, since It Is not 
known whether this drug is eactgted i n mUkl SUdol has been used 
safjdj for labor pain in mothers who~subs equently nursed their infanU. 

♦ ^ 
"Usage In Children: Safety and efficacy in children below 18^ears 
have not been established at present . " 

While the text of the package Insert of SUdol acknowledges that the 
drug can alter maUrnal blood pressure, heart rate, and reap' -ation, * 
there are many Important questions left unanaswered. 
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Dr* Goyan 




December 8 f 1980 



We would appreciate answers to the following questions, answers which we 
believe the FDA should have in order to justify FDA's approval of the drug Stadol 
as sale for use during labor: 

1. Wha t were the criteria for exclusion and inclusion used in establishing the 
***^fcty of Stadol In regard to both the immediate and delayed, loLg-tenn 

effects of Stadol on the exposed offspring? 

2. What were the criteria used to determine the control group ? 

a) Was the control group comprised of healthy unmedlcated mothers and 
their offspring or mothers who had had a different form of pharma- 
cologic treatment for prepartum pain? 

3. How many parturients and their offspring were included in the experimental 
group and how many were included In the control group ? 

* 

4. Who carried out the research to determine the immediate effects of Stadol on 
the exposed offspring? ~ 

a) Has the research been published? 

b) In what refereed journal does it appear? 

c) What methods of neurologic assessment of the newborn were used? 

5. Who carried out the research to determine the delayed, long-term effects of 
Stadol on the exposed offspring? 

a) Has the research been published ? 

b) In what refereed journal does U appear? 

o) What methods of neurologic assessment were used to evaluate the 
* neurologic and physiologic state of the offspring ? 

l 

d) At what agejwere the neurologic assessments carried out? 
MATERNAL CONCERNS: 

1* When Stadol is administered Intramuscularly (2 mg) or intravenously (1 mg) 
does Stadol: 

a) slow the parturient's gastrointestinal' functioning? 

b) slow the transfer of oxygen from the parturient's bloodstream to that of 
her unborn Infant? 

, c) cause uterine contractions to become dyscoordinate and. in turn, slow 
the progress of labor? 
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Dr. Goyan December 8, 1980 



d) increase the need for uterine stimulants during labor and delivery ? 

e) Inhibit the parturient's gag reflex ? 

f) Increase the possibility that a cesarean section will be needed to 
facilitate delivery? 

FETAL AND NEWBORN CONCERNS: 

1. When Stadol Is administered intramuscularly (2 mg) or Intravenously (1 mg) 

does Stadol cross the placenta aoi enter the fetal blood, brain, and other 
organs ? 

2. Under" what conditions does Stadol tend to accumulate In the fetal blood, 
brain* and other org ana? 

3. What Is the average lapsed time between the administration of Stadol to the 
parturient and the uptake of the drug by the fetal circulation? 

4. What is the half-life of Stadol ? ? 

5. What are the metabolltles of Stadol and what effects do they have on the 
fetus and newborn ? 

6. Does Stadol administered to the parturient: 

a) slow fetal breathing movements ? 

b) alte^r fetal heart rate patterns ? 

c) alter blood gases in the fetus and newborn, and if so, how are they 
altered ? 

d) alter neuronal maturation, cell differentiation, cell migration, and 
dendritic arborization In the brain of the fetus and newborn infant ? 

\ 

f) affect the newborn infant's time to sustained respiration? 

g) increase the likelihood that the infant may require resuscitation? 

h) affect the thermoregulation of the Infant ? 

- a 

1) alter the brainwave patterns of the fetus and newborn infant ? 
j) affect the visual and auditory responses of the newborn infant ? 
k) cause the newborn infant's suckling to be incoordinate ? 

7. What is the length of time Stadol tends to remain In the blood, brain, and 
other tissues of the Infant after birth ? 
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Dr. Goyan 



December 8, 1980 



8* How long does Stadol appear in the mother'* milk after hirth? 

9. If the FDA does not have In Its files properly controlled data which 
demonstrates the safety of Stadol In regard to the drug's delayed, 
long-term effects on the subsequent physical, neurologic ff and mental 
development of the exposed offspring, why has die FDA not required 
the package insert to caution the reader that the delayed, long-term 
effects of Stadol on human development are unknown? 



The answers to the questions I haw posed are essential to the safe care of 
both the cbildbearing woman and her offspring. I find it difficult to believe that 
the FDA could have approved the use of StaJbl for prepartum pain without having 
the answers to the questions I have pose^f I look forward to receiving your 
answers. I will share the information with other organizations which share my 
concern regarding the safety of obstetric -related drugs. 



DBH/vs 
Enclosure 

PDBSupp. B/1980 

Mr. Haire. The manufacturer of the drug Numorphan, approved 
by the EDA as safe for use in obstetrics in 1959, at a time when 
newborn evaluation was primitive at best, recently added obstetric 
use to the list of "Indications'* in its package insert without having 
to clear such inclusion with the FDA. There is something basically 
wrong with such a system. 

Dr. Finkel claims that the FDA has completed a careful review 
'of the literature on obstetric-related drugs and found no reason to 
alter its present position in regard to how the FDA evaluates and 
regulates such drugs. I can only say that for the past 4 or 5 years I 
have attended essentially every meeting of the Anesthetic and Life 
Support Drug Advisory Committee and of the Fertility and Mater- 
nal Health Drugs Advisory Committee at which obstetric-related 
drugs were discussed. I have seen no evidence that an extensive 
review of obstetric-related drugs has been carried out by either of 
those committees. At one of the meetings three FDA staff members 
reviewed a few of the studies. In my opinion, their reports were 
very inadequate reviews of the scientific literature since none of 
the studies discussed included a drug-free control group. In addi- 
tion, there was no eviderfce at that meeting that the members of 
the advisory committee had read the studies discussed 

In my presentation to the FDA's Anesthetic and Life Support 
Drug Advisory Committee I listed items of information which 
should be obtained from the manufacturer in order to make a 



Sincerely yours, 




Doris Haire 
President 
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considered evaluation of any drug. I submit this list as a part of my 
testimony this morning. None of the points of information which I 
feel are important to have in considering the safety of a drug for 
obstetric use was obtained for the drug Stadol 
[The material referred to follows:] 
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PROPOSALS FOR IMPROVED PROTECTION OF THE UNBORN CHILD 



prepared by DORIS HAfRE 
Chair, Committees on Health Law and Regulation of 

The National Women's Health Network 
The International Childbirth Education Association 
president, American Foundation for Maternal anfl Child Health 



FDA Antithetic and Lift* Support Drug Advisory Comm 
Subcommittee on Obstetrical Safety 
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February 19, 1980 
Wasnington D. C. 
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PROPOSALS FOR IMPROVED PROTECTION OF THE UNBORN CHILD 

by DORIS HA IRE 

The FDA should immediately require that the manufacturer of every 
drug whicli the FDA has approved as safe for use during labor or delivery 
place a boxed precautionary statement regarding its use^during labor and 
delivery in the package insert, label and promotional material for the drug. 
If no properly controlled investigation has been carried out to evaluate the 
delayed, long-term effects of the drug on the subsequent physical, neurologic 
and mental development of the offspring exposed to the drug in utero^hen the 
very least the precautionary statement shoulo* advise the readers is as follows: 

"No properly controlled long-term follow -up has been 
earned out on individuals exposed to the effects of 



in utero. There may be delayed, long-term, adverse 
effects on subsequent physical, neurologic and mental 
development which cannot be determined at this time. " 

"Physicians are not required to report an adverse drug 
reaction to the FDA; therefore, there is no way of 
determining the exact rate of adverse drug reactibns to 

* when used in non-research obstetric care. n 
"Since even the short -term direct and indirect effects 
of this drug vary with the individual physiology of each 
mother and her unborn child, the term "overdose*' as it 
applies to the fetus cannot be defined for this drug. " 
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If the drug has not been approved by the FDA for use In pregnanc> and 
obstetrics then the package insert should state In bold type 

"This drug has not been approved by the FDA for use in 
„ ' /regnancy, parturition or lactation." * 

If tne FDA is to carry out its charge to protect the American public, 
and especially the unborn child because it Is so vulnerable, from drug- 
Induced injury then the text of the package insert must reflect the state 
of knowledge regarding that drug. ,-For drugs used in obstetrics this is 
especially important since there are two patients, not one. While the 
drug may benefit the mother, It may have an adverse effect on the 
immediate or long-term well being of th* unborn infant. 

To protect the mother and her unborn child from drug-induced injury 
the FDA ha, a duty to provide the physician and, in turn, the mother, with 
information in the package insert regarding 

1. the average lapsed time between the administration of the drug to the 
Pregnant or parturient woman and the uptake of the drug by the fetal 
circulation, according to the quantity and the Toute of administration. 

2. how long the drug will remain in the blood, brain and other tissues of 
the infant after birth* 

3. how long the drug will appear in the mother's breast milk. 

4. the date the FDA first relessed or approved the product for marketing. 

5. the date the information in the package insert was last reviewed and 
approved by the FDA. 

• If the drug has been approved by the FDA for use in pregnancy.parturition and/or lactation 
the section of the packs* i Mer t entMed 'Indications*' should contain a statement: 
"This drug has been approved by the FDA for use during 



described in the >ec tton concerned with (Pregnancy, parturition and/or lactation 



(pregnancy, parturition and/or lactation) 
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6. the References on the clinical research which ti;e manufacturer 
submitted to the FDA to support the manufacturer's contentions 
of safety, 

7* A statement 'This drug has not been approved by the FDA for use 
In pregnancy, parturition and/or lactation. when that is the case. 

The package insert should inform the physician and, in turn, the 
mother if there is a possibility that the drug will: 

1. slow maternal respiration 

2. slow fetal breathing movements v * j 

3. alter maternal heart rate 

4. alter the fetal heart rate patterns 

5. lower the mother's blood pressure 

6. slow gastro-intestinal functioning 

7. slow the transfer of oxygen from the mother's bloodstream to that 
of her unborn infant. 

S, alter the other blood gases in the fetus and newborn infant 

9. alter neuronal maturation, cell differentiation, cell migration and 
dendritic arborization in the brain of the fetus and newborn infant* 

10* cause uterine contractions to become incoordinated and, in turn, slow 
the progress of labor, 

11. increase the need for uterine stimulants during labor and delivery. 

12. inhibit the mother's gag reflex and therefore increase the possibility 
of aspiration of vomitus. 

13. Increase the possibility that fundal pressure, episiotomy, forceps 
extraction, vacuum extraction or cesarean section will be needed to 
facilitate delivery. 

\ 
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14. necessitate the need for electronic or ultrasonic fetal monitoring. 

The package insert must inform the physician and, in turn, the mothe 
if use of the drug increases the possibility that- 

1. the infant's time to sustained respiration will be delayed 

2. the infant may require resuscitation 

3. the thermoregulation of the infant will be adversely affected 

4. the brain wave patterns of the fetus and infant will be altered 

5. the visual and auditory responses of the newborn infant will be 
inhibited 

i 

6. the infant's suckling will be incoordinate. 

The pack^e insert should also state whether the drug increases the 
possibility that the mother will sustain: 

1. temporary or permanent bowel incontinence or urinarv incontinence 

2. neurologic shut down 

3. loss of perineal sensation, or any other temporary or permanent 
disability 

The FDA states in its guidelines, General Considerations for the 
Clinical Evaluation of Drugs in Infants and Children , that the "higher 
risk potential inherent in (newborn infants) dictates the most substantial 
evidence of.benefit to be derived from the use of a new drug.' The women's 
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health movement believes that this same cautton applies to old drugs, 
currently being used in obstetrics — none of which have been proven safe 
for the unborn child and most of which have never been approved by the FDA 
for use in pregnancy or obstetrics . (According to Dr. Martha Freeman, 
Assistant to the Associate Director for New Drag Evaluation, only 
those drugs which contain a specific indication for pregnancy or obstetric use 
unr . the section "Indications" of the package insert, have been approved 
for that use by the FDA. We have been able to identify only nine such drugs). 
The guidelines go on to say that "Evaluation at delivery usually detects 
only gross anatomical malformations." 

If the FDA is to fulfill its charge as public protector then the Agency 
must require that all investigators use as the control group an adequate 
number of healthy unmedicated mothers and their offspring to serve as a 
baseline against which to measure subtle, as well as gross deviations from 
normal newborn infant behavior and response and later development. 

It is not in the interests of the unborn infant to depend on electronic 
fetal monitoring alone to evaluate the effect of obstetric drugs on the infant. 
FDA officers have recently cautioned: 



"Increasing concern has arisen regarding the fetal safety 
of widely used diagnostic ultrasound in obstetncs. Animal 
studies have been reported to reveal delayed neuromuscular 
development, altered emotional behavior, EEC changes, 
anomalu-s and decreased survival. Genetic alterations have 
also been demonstrated in m-vitro systems. " 
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For more detailed information regarding FDA's position on ultrasound 
u<e<i m obstetrics see "Diagnostic Ultrasound Equipment", Federal Register, 
Part ni. February 13, 1979, 

Ammotomy {the artificial rupture of membranes) which is frequently 
carried out in order to screw the m onrtm^i^lectrodes intolhe fetal scalp 
is a procedure which has been shown by Caldeyro^rcia, Gabbe and others 
to increase the risk of umbilical cord compression J cord pr^apse, and 
irx reased pressure on the fetal brain. Amnioton^ causes tlj baby's head, 
rather than the intact amniotic wedge, to eerve as(a baUjtffng ram to open 
up the birth canal. 

I recently attended the Tokyo Congress of the International Federation 
of Gynecologies an d Obstetricians. The research data presented by 
Doctors Caldeyro-Barcfi, Flynn and others demons* «*cd that merely 
confining a mother to bed during labor tends to si^Gcardy; 

(a) prolong labor (by 2 J hours) 

(b) increase the mother's need for pain relieving dregs and uterine 
stimulants 

(O increase the need for forceps extraction of the infant 

Ml fn< r*\iae the incidence of abnormal fetal heart rates and poor Apgar 
scores tn the neonate 

Research by Hoi'Jt demonstrated a 5-foH greater incidence of forceps 
deliver;, among women who are administered epidural anesthesia an^ th?l 
permitting the epidural to wear off during the end of the first stage of labor 
did not significantly improve the incidence of spontaneous birth. 
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Drugs are frequently used as a substitute for quality care because ^ 
health professionals have been led to believe that the drugs actually protect 
the fetal brain from damage. 

The research by Myers, while interesting, cannot be used to justify 
obstetric medication as beneficial to the fetus. Myers' extensive review of 
the literature describes the many studies carried out in monkeys which 
demonstrate chat when a wild monkey, experiencing contractions, is 
purposely frightened and inflicted with pain, the adrenal medulla of the monkey 
produces an excess of hormones called atecholamines. The catecholamii -)8 
and sympathetic nerve reaction cause the blood vessels of the uterus to 
construct, causing hypoxia (oxygen deprivation) intheietus. The authors" 
are careful to point out that this cauae and effect has not been shown to be 
true in humans Unfortunately, the authors did not mention that such cause 
and effect had not been shown to occur in tame monkeys who were *» "customed 
to human contact . The cautious reader will discern from the Myers review 
and from the research of others working in that area of research, the very 
important fact that the discomfort and intermittent pain of und rugged labor 
and birth have not been snown to cause an increase in maternal catecholamines 
nor a sympathetic nerve reaction sufficient to cause hypoxia in the human fetus . 

We do not contend that drugs should be denied women during labor and 
birth. We do contend that women have a right to know, and the physician has 
a legal obligation to inform the mother, of the risks involved in obstetric- 
related drugs. 
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OBSTETRIC OUTCOME AT THE NORTH CENTRAL BRONX HOSPITAL 
NEW YORK CITY 

It is appropriate to this discussion to describe the obstetric service of 
the North Central Bronx Hospital because it is a so-called "city hospital" 
serving one of the more sociologically depressed areas of New York — 
probably a more depressed area than any found in Washington, Chicago or 
Detroit. 

The mothers cared for at North Central Bronx * >pital are primanly 
black and Hispanic, with a smattering of whites. Thirty p^^ent (30%' of 
the mothers are clearly medically high-risk. An additional equal percentage 
of mothers would probably be considered "at-risk" in most institutions. 

The care of mothers *ho are high-risk and at-risk is provided by 
midwives and essentially is the same as that care provided to low-risk mothers 
unless there is a medical indication for intervention. If an infant is 
anticipated to be sick, premature, small-for-dates etc. , a third year 
pediatric resident and a resident assistant is present for the delivery, A 
neonatologist is available at all times. 

Seventy percent (70*?) of the mothers receive no drugs during labor and 
delivery. Strong emotional support by both the mother's chosen companions 
and the midwifery staff, and ambulation of the patient during the first stage 
of labor significantly reduces the need for drugs. 
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A review of the records of approximately 2,608 births carried out during 
1979 atthe North Central Bronx Hospital reveals the following enviable statistics- 



*, Approximately 90% of the deliveries were normal, spontaneous vaginal 
deliveries (without fundal pressure). 

* 93% of the infants oveV 1,000 grams had Apgar scores of 7 or above at 1 
minute of life, and at 5 minutes the rate was 98.3%. 

* The incidence of instrumental delivery was 2.34%: low-forceps 1.57%, 
mid-forceps 0.5%; vacuum extractor 0.15%. jk 

* The neonatal mortality rate among infants 1,000 grams or over was 4.2 
per 1,000; at 750 grams or over it was 7.6. 

* The perinatal mortality rate amqng infants 750 grams or over was 14.5. 
(Stati3tics not available for l,00(^rams +). 

* The overall Cesarean section rate was 9.0$ (7%, primary and 2% repeat) 

All mothers who had experienced a pievious Cesarean section were allowed 
to experience spontaneous labor, of these, 37%, gave birth vaginally. 

There were no elective inductions of labor. 

Uterine stimulants sich as oxytocin, were employed in only 3% of mothers' 
labors and only when there was a medical indication. 

Great care is taken by the midwives to avoid the inadvertent or intentional 
ruptuie of the mother's membranes during internal examinations of the 
mother during labor. 

Vaginal examinations are kept to a minimum during labor in order to avoid 
causing the mother unnecessary discomfort, to avoid the inadvertent 
rupture of the mother's membranes, and to avoid an increased likelihood 
of maternal infection. 

Fewer than 50% of mothers (including the 30$ who were high-risk) were 
monitored electronically. Many of the mothers are monitored only 
intermittently in order to minimize the fetus's exposure to the potential 
ris^s of ultrasound. 
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Mothers who are not high-risk are allowed to eat and drink during labor. 
This practice has not resulted in a single case of aspiration of vomitus in 
the two years since the institution of the practice. 

The mother's pelvis and perineum are not 1 *prepped" (shaved and washed 
with an antiseptic solution). Enemas are not given* 

« 

Throughout their labor and birth mothers are accompanied by one or two 
companions of their choosing. * t 

64% of the mothers gave birthnn their labor beds in the labor rooms. 
21% gave birth in their labor beds which had been moved to the delivery 
room because of an indication that the mother might need an assisted 
delivery or that the assistance of a pediatrician might be required. In 
only 15% of births were mothers moved to the delivery table for birth. 

8o% of mothers gave birth in the semi-sitting position without stirrups. 

Almost half (15%) of the mothers gave birth over an intact perineum. 
Episiotomy was performed in only 26% of births. 26% of the mothers 
experienced 1st or 2nd degree tears. Most 1st degree tears did not 
require sutures and all healed without complication. 

Prematare and small -for-dates infants are delivered over an intact 
perineum if thcr** is sufficient stretch to the perineum to avoid trauma 
to the fetal head. 



Experience gained in the obstetric service of the North Central Bronx 
Hospital demonstrates that including in the investigation of a drug a control 
group comprised of l(.w-risJr, at-risk and high-risk mothers who received no 
drugs whatsoever during labor and delivery t is not only essential to the proper 
evaluation of the drug's effects on the mother and hei infant but also appears 
to be, in general, in their best interests. 
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Mr Haire Despite oar repeated requests that the FDA establish 
a multidisciplined Perinatal Drug Advisory Committee, the agency 
has refused on the grounds that there were insufficient funds 
Neither the FDA's Feitility and Maternal Health Drugs nor the 
Anesthetic and Life Support Drug Advisory Committees has the 
necessary expertise to evaluate the effects of obstetric drugs on the 
subsequent development of the exposed offspring No behavioral 
scientists regularly attend their' meetings 

For years the FDA has taken the illogical position that it ^all 
right to give childbeanng women drugs which have not ueen 
proven safe for the unborn infant but not all right to carry out a 
followup on the exposed infants in order to det rmine the latent 
effects of those drugs on the offspring. For years i h^ve been trying 
to figure out how they can justify this position 

Understandably, neither the FDA nor obstetricians can be ex- 
pected to be eager to have the latent effects of obstetric drugs on 
the exposed offspring carefully examined by behavioral scientists. 
Scientists who apply to the various Federal agencies for funding of 
such research have consistently had the research approved but 
unfunded. That is a standard type of approval It is a way of 
camouflaging disapproval 

Scientists tend to accept rejection of such research proposals 
without complaint, since to raise the ire of the Federal^grant givers 
may result in subsequent rejections for future, less threatening 
research proposals. 

If respected scientists do manage to secure funding to investigate 
the latent effects of obstetric-related drugs on the offspring, it is 
extremely difficult, and at times impossible, to get their research 
published Needless to say. medical journals are reluctant to pub- 
lish research which points a finger at members of the profession. 

The research by Drs. Brackbill and Broman. which has demon- 
strated that obstetric drugs can adversely affect the subsequent 
development of the offspring is still heing withheld from the public 
more than 2 years after it should have been released by the Na- 
tional Institute of Neurological and Communicative Disorders and 
Stroke The Brackbill-Broman study might never have been com- 
pleted had it not been for women in the health movement who 
pressed NIN'CDS to process the data on obstetric drugs. 

Several years ago I questioned the NINCDS office responsible for 
the collaborative perinatal program as to why no effort had been 
made to investigate the effects of obstetric drugs on the subsequent 
physical and neurological development of the exposed offspring, I 
was told that such an evaluation would cost $350,000 and was 
considered not worth the money. I\suggested that in light of the 
$!.")() millions already spent on the project the additional sum cou'J 
be justified 

There are \ million children and youths (1 out of every 10) in the 
United States so severely neurologically or emotionally handi- 
capped that they require special education and training The ma- 
jority of impaired children, including those with cerebral palsy, 
were born within the normal range of gestational age and birth 
weight There is a tremendous amount of research funding of 
programs that are looking into prematurity, low birth weight, and 
other high-risk conditions 
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Yet. in reviewing the annual reports of the various Federal 
agencies cmceYned with maternal and child health we could find 
no record of well-controlled research being funded which investi- 
gated the delayed, long-term effects of obstetric-related drugs on 
the subsequent neurologic development of the exposed offspring It 
almost appears as if the Washington agencies are hesitant to find 
research which examines the effects of obstetric drugs on the neu- 
rological development in the offspring because they are afraid of 
what they might find 

The former chairman of the American* Academy of Pediatrics' 
Committee on Fetus and Newborn, who was asked by the academy 
to comment on the General Accounting Office's 197!? report on the 
FDA, made a statement which he later was unable to support with 
scientific documentation. His undocumented statement read "Ma- 
ternal apprehension and pain carr have a serious effect un the 
fetus, in these case^, medication for pain relief inessential " 

The reluctance of mar.} pediatricians to call attention to the 
deficit of research and to caution women about the inherent risks 
of drugs offered to them bv their ohstetrinans may be due, m part, 
to the fact that most pediatricians depend on obstetricians to refer 
newborn infants as new patients A constant flow of new patients 
1^ nece^ary to maintain a pediatric practice, since older teenage 
patient* move on to other physicians 

A second reason for this reluctance to caution women about the 
inherent risk of obstetric drugs may be the fact that pediatricians 
also prescribe drugs for children which have not been approved by 
the FDA as *afe for that use I regret to say the women's health 
movement has begun to feel that pediatricians are guilty by si- 
lence There is a great amount of antagonism toward obstetricians 
by women todav I think if pediatricians continue to be so quiet 
knowing what they know, that this antagonism will spread 

The FDA Consumer maga/ine prepared and published by the 
FDA, frequently withholds from the public information on the 
venous side effects, risks, and pertinent areas of uncertainty re- 
garding the drugs and devices discussed in articles which appear in 
that publication Two recent articles which discussed drugs used in 
pregnancy and obstetrics suggested that the effect of a drug on the 
fetus and newborn was primarily associated with the quantity of 
the drug and the frequency of administration 

You will see from my paper 'Thysiochemical Factors and the 
Pharmacokinetics of Obstetrics Related Drugs" which wa.s pre- 
pared with the help of Drs Sumner Yaffe and Sanford Cohen and 
which I submit for the record, that there are several factors which 
can affect the wa> a drug taken by or administered to a pregnant 
or parturient v oman can affect the immediate well being and the 
long-term development of the child 

| The material referred to follow*- j 
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PHYSlOCHEJtflCAL FACTORS AND THE PHARMACOKINETICS OF 
OBSTETRIC RELATED DRUGS 

The effects of a drug or medication taken by or administered to a pregnant or 
parturient woman on tMe immediate well-being and long-term development of 
the child exposed to the drug in utero can be affected by several physio chemical, 
pharmacodynamic factors. Some of these factors are: 

(a) the size of the pregnant or parturient woman 

(b) the condition of the pregnant or parturient woman - whether she is anemic 
or diabetic, is deficient in protein, has liver or kidney damage, inherited 
a metabolic disorder or enzyme deficiency, etc. 

(c) the condition of the fetus - whether be is premature or has been under- 
nourished in utero, has inherited a metabolic disorder or enzyme 
deficiency, is subject to Rh incompatibility, etc. 

(d) whether it is a single or multiple pregnancy 

(e) the condition o* the placenta - aging characteristics, pathology, size, 
perfusion rate and amount, etc. 

(f) the time the drug is taken or administered relative to conception, fetal 
development, labor or birth 

(g) the quantity of the drug ingested or administered and whether it is given in 
single or repeated doses 

(h) the route of administration of the drug 

(i) the absorption charactensticb of the drug 

(j) the distribution of the t ug within the mother, placenta, amniotic fluid 
and fetus 

(k) the rate of placental di.:jsion of the drug and the maternal -fetal ratio 
reached ^ 

(1) the rate artd ability of metabolism and excretion of the drug by the mother 

(m) the rate and ability of metabolism and excretion of the drug by the fetus and 
the rate at which the drug is returned to the mother 

(n) the pH (acid -base balance) of the fetal -pb cental -maternal system 




Physiochemical factors and the pharmacokinetics of obstetric related drugs (cont. ) 

(o) the concentration of the drug or its metabolites left within the circulation 
and tissues of the infant when he is detached from his mother's circulatory 
system at birth 



(p) the rate and ability of metabolism and excretion of the drug by the newborn 
Infant as affected by environmental factors such as temperature, nursery 
procedures, drugs administered postna tally, etc. 



When one considers the difficulty of predicting the effects of a single drug on 
^^_f^tol metabolism, distribution, retention and excretion, it becomes readily 

apparent that it is almost impossible to predict the effects of combination drugs 
on the child exposed to the drugs in utero. 



Prepared by Doris Haire, President, American Foundation for Maternal and Child Health; 

Chair, Committee on Health Law and Regulation of the 
National Women's Health Network 

In addition to a drug's direct action on the mother and fetus, 
there is the risk of the drug acting synergistically with other drugs 
and obstetric stresses, increasing the drugs adverse effects on the 
fetus and newborn. 

Because of our past ignorance drugs have become the primary 
treatment, rather than the backup treatment for alleviating the 
mother s discomfort or pain during labor and birth. 

As mentioned earlier, several research programs have shown 
that encouraging the mother to walk, stand, and sit during labor 
tends to reduce the expectant mothers's need for drugs. In the 
majority of cases, ambulation has been shown to reduce the moth- 
er s discomfort or pain, reduce her need for uterine stimulants, 
iessen the likehood of abnormal fetal heart rates, shorten labor, 
reduce the need for forceps extraction, and improve the status of 
the infant at birth. Despite these findings the majority of women in 
the U.S. are still confined to beu during labor, administered drugs, 
and hooked up to a fetal monitor. None of these practices has been 
shown to be in the best interests of the vast majority of women and 
their infants. 

Such persistence in continuing the practice of routinely drugging 
women in labor is made all the more irresponsible py the fact that 
no one knows the delayed, long-term effects on theSchild of ruptur- 
ing the mother s membranes, a procedure which' is required in 
order to screw the monitoring electrodes into the baby's scalp. I 
s emphasize the word "screw" because health professionals often tell 
the mother that the electrode will be "attached" without explain- 
ing how the electrode is attached- I sometimes feel we should ask 
those doctors who minimize the discomfort such an electrode can 
cause the infant to sit for their boards with a monitor screwed into 
their scalps. 
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Nor do we know the long-term effects of irradiating the fetus 
with diagnostic levels of ultrasound used in fetal image#<i|ono- 
gramj and for monitoring the fetal heart rate X _J^ 

Research in animals indicates that rupturing the mother's mem- 
branes in order to screw the electrodes into the fetal scalp in- 
creases the likelihood of umbilical cord compression and subse- 
quent fetal hypoxia The FDA has expressed its concern to health 
professionals that animal studies have been reported to reveal that 
diagnostic levels of ultrasound cause a delay in neuromuscular 
development, altered emotional behavior, EpG changes, anomalies 
and decreased survival 

Yet the FDA has not made a significant effort to call this 
information to the public's attention or, more importantly, to re- 
quire manufacturers of electronic fetal monitoring devices to pro- 
vide prospective- mothers with printed information which advises 
the mother of these findings. To my knowledge, Roche, which 
produces one of the monitors, is the only company that has a 
statement that says the long-term effects of this practice of ultra 
sound are unknown It is in small print and in the back of the 
booklet We feel FDA should require all monitoring device compa- 
nies to provide the patient with a package insert or information 
leaflet that talks about the possible long-term effects or at least 
talks about the risks of uncertainty . 

We do not know'whether ultrasound will be the DES of the next 
generation It will Cake at least 20 years before we know. The effect 
of ultrasound on the Qva of the female offspring will take even 
longer to ascertain 

Women have a right to know and the FDA has an obligation to 
advise the public that there are inherent risks to the use of obste- 
tric drugs and devices even though they are approved for that use 
and regulated by the FDA It is the position of the National 
Women » Health Network that if a Federal agency approves a drug 
or device as safe for use in obstetrics without requiring the manu- 
facturer to provide the prospective mother with printed 
information which rncludes a discussion of the immediate risks and 
the areas of uncertainty regarding the product's delayed, long-term 
effects on the exposed offspring, then the Federal Government 
must also be held responsible for the care and compensation pf 
those individuals injured or harmed by that drug o- 'evice } 

The National Women's Health Network has several suggestions 
for legislation which would improve the performance of the FDA 
and other Federal agencies responsible for various aspects of ma- 
ternal and child health We submit the following recommendations 
as part of our statement before this* hearing. 

Mr. (Joke Without objection we will include 1 those recommenda- 
tion.s in the record jt this point 

(The information follows { 
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LEGISLATIVE RECOMMENDATIONS OF THE 
NATIONAL WOMEN'S HEALTH NETWORK 

1. Make the FDA and Its procedures and policies more open and 

' accountable to the public. (Such openness and accountability 
has been recommended by the HEW Review Panel on New Drug 
Evaluation in 1977, the U. S. General Accounting Office in 1979, 
and the Joint Commission on Prescription Drug Use in 1980. ) 

2. Require patient package Inserts (or drug information leaflets) 

for all d Mgs. (The exclusion of certain drugs from the require- 
ments should not be the prerogative of the FDA.) 

3. Require the manufacturer of an FD.\ -regulated drug to - 

(a> File with the FDA all adverse drug reaction inquiries, as well 
as reports, received from health professionals and consumers; 

(b) Carry out a systematic, long-term follow -up of individuals 
exposed to the drug, 

(c) Institute a system of periodic review of drug effects onee the 
drug is on the mark t; 

(d) Accurately report his findings to the FDA. 

4. Require the FDA to 

<a) List in the drug's package insv»rt and an\ patient information 
leaflets the name and address of the FI>\ division regulating 
that specific drug; 
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(b) Include the following cautionary statements when such statements 
apply to a particular drug: , 



No well-controlled, long-term follow-up has been 1 carried out 
on individuals exposed in utero to the effects of this drug. There 
may be delayed, long-term, adverse effects on subsequent physical, 
neurological, and mental development which cannot be determined 
at this time. 

Physicians are nc* required to report an adverse drug reaction to 
the FDA; therefore, there is no way of determining the exact rate 
of adverse drug reactions to this drug when used in non-research 
obstetric care. 

Since even the short-term direct and indirect effects of this drug 
vary with the individual physiology of each mother and her unborn 
child, the term "overdose*', as it.applies to the fetus, cannot be 
defined for this drug. 



(c) Establish an 800 telephone number which would allow the public 
to reoeivc information as to how to submit a written, adverse 
reaction report to the FDA. 

5 . Create a National Commission on Maternal and Child Health , 

to be headed by a behavioral scientist who Is knowledgeable in 

i 

the areas of neurologic dysfunction, obstetrics , newborn care, 
and human development . In addition to health professionals 
with a wide range of expertise, a balance of knowledgeable 
consumer representatives should serve on the commission* 

6 . Require all hospitals receiving Federal funds of any kind to : 

(a) Use a nationally uniform birth record, developed byjhc U. S. 
Department of Heidth and Human Services, which can keyed 
to the child's education and death records. Such records, 
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devoid of the patient's name, shall become available to the 
Department for research purposes. 

(b) Institute a Drug Utilization Review Committee to audit the 
use of drugs . 

7. Create and fund a new Collaborative Perinatal Study. 

This study^hould be carried out in a relatively short period 
of time (one month) to insure an entusiasm for accurate 
record-keeping and should be under the direction of the 
Nation Commission for Maternal and Child Health (as earlier 
described). To avoid the major flaw of the earlier Coilabora- 
Jtive Perinatal Project (1959-1965) the study should include a 
control group of healthy, unmedicated mothers and their offspring 
to serve as a baseline against which to measure deviations in 
human behavior and development. 

8. Require all states receiving Federal monies for health care 
services to have a law or regulation which : 

a) Requires hospitals to preserve the mother's complete 
medical records with t hose of the newborn Infant until 
that child reaches the age of 24. or older , and to make 
these records available to those in the behavioral, 
health, and education sciences authorized by the mother 
to review the records; 
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b) Provides fo^ patient access to their cmn hospital medical 
records^d the right to copy their records for a 
reasonable fee . Nineteen (19) states currently have 
such laws (see attached chart). 

c) Assure the patient's right to informed consent , as has 
been done by New York State (sec attached Public Health 
Law 2503). 

9. Establish a Divisi o n of Midwifery within the Department of Health 
and Human Services for the purposes of facilitating the expansion 
of midwifery services in the U. S, , monitoring the education 
and care provided by licensed and certified nurse- mi drives, 
and monitoring the education and care provided by the rapidly 
increasing number of lay midwives in the U. S. 

10. Require that each state receiving Fede.al monies for health 
care services have legislation mandating direct third-party 
payment for obstetric services provided by midwives 
qualified to practice by national certification, state licensure, 
or local authority. The Federal government has set a 
precedent by providing direct third-party payment to qualified 
midwives in its Civilian Health and Medical Program of the 
Uniformed Services (CRAMPUS), Regulation 6010. 8-R, 
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Require all states receiving Federal monkfslfor health care 
services to haye a statute which would require hospitals with 
obstetric Units to provide staff privileges to all mlBwivea 
qualified to practice by national certification, state licensure, 
or local authority, and to provide the same obstetric back-up 
presently provided for obstctricf residents and junior stafi. 
Such a statute would reduce the number of women seeking obstet- 
care from- lay midwives unqualified to provide such care. 
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Protect those health prof cs si opals and employees of Federal 
health care facilities whr* report injurious or potentially injurious 

/ 

care, a.bondonmcnt, and/ox,*>*crchafses, or who refuse to witness 

a Jraudulcnt/ consent form from dismissal or pthqr penalties meted 

out, by the employer or the facility in which they practice.- 

* \ 
Requirc*all federa l afl fnclrs*tp hold open public meetings twice ^ 

yearly , with time ajjottod for public questions and comments; this 

would go far to red »ce some of the waste i*n research funding -and ■ ^ 

bring Federal research funding more inline with public concerns. — « 

" . * r 

Many of the above recommendations regarding the FDA appear 
in the brief 1 Mibrmttcd to the FDA i^ 1973, a copy of which {'Submit 
fqp the record. In that brief i document the FDA's abilit/to correct 
many short comings without the need for n^ew legislation. 
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stwCte of. new .York 

. V * — ' — ~ 

1310* • . ■ 

IN ASSEMBLY 

June 12. 1-978 



* Inlrodurid by COMMITTEE ON RUMS— (at request of M of A Buller)- 
remd once and rrfcrred to the Committee on Health 

' AN ACT to amand tht public haa'lth law, In rttation to furnishing Information 
to an aipactant mothar wtth.raspact to drug*! to ba usad by tha attanding 
nursa-mldwlfa^ 

i * 

the People of the Slate of Sew York, represented in SenaU oni/ As*embly. do 
enact ds folLou t \ » 

t Section 1 Section Uenly-fi\e hundred three of thr pubhc,hcalth law, as 

2 added by senate bill no 81 M k relating U> fumishihg drug information to 

3 ci-peetant mothers, t* Vreby amended to read as follows , 

4 | 2503 Drug information to be furnnhed expectant mothers The physician 

5 or nurse midwife to be in attendance at the bVth of a child shall inform the 

6 e»|*clant mother, in ad>aiice of ihf birth, of the drug* that au>h physician or 

7 nurse midwife exjiects to emptoj during pregnancy and of the obatetneal and 
g othcj drugs that nuch physic is nV nurse midwife expect^ to* em ploy at birth and 
0 of the powible effect* of auch drug* on the child and mother. 

10 I 2 Thw act nhall take If eel on tht name date a* *'nate bill no 8154, 

11 relating to furnishing drug information to expectant another* 
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ST>TE REGULATION'S REGARDING THE PRESERVATION DJ^HOSPITAL W 
METRICAL RECORDS FOR VOLUNTARY OR NON PROFIT \OSf IT A»LS* , ' 
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Ms* Haire. There are several things we would like to see come 
from this hearing. Fjrst patient package inserts for all obstetric 
related drugs. In the package inserts we would like to see that each 
drug is identified as having been,approved or not approved for use 
in obstetrics by FDA*. The 'FDA 'has- begun to categorize drugs 
according to fetal risk as lfi Pregnancy Category A, B, D, C, and X. 
None of the categories, .including category A, assures safety for the 
exposed offsprjtfg Category B is particularly misleading because no 
one can tell from that designation whether or not .well-controlled 
studies in humans have shown no^dverse effects ca the offspring. I 
called Dr. Millstein, head of FDA's New Drug Labeling,. and asked 
him Jf he could tell me from a drug's designation as Pregnancy 
Category B whether well-controlled human studies have been car- 
ried out to evaluate the safety of the drug in regard to the off- 
spring. He said no. 

We would like to see that every.womdff is taught the importance 
of asking her obstetrician and her pediatrician for a copy of the 
package insert of all drugs prescribed for her and the members of 
her family and reading the package insert, especially the hndica^ 
tions section, before fhe drug is taken. Such precaution should be 
observed by the publicjin general but is particularly important for 
pregnant women afttHbreast-feeding mothers. TmVdoes not mean 
that the pregnant woman should necessarily refuse to take a drug 
that has not been approved by the FDA for that use. My report, 
liow the FDA Determines the 'Safety' in Drugs— Just How Safe Is 
Safe?* which I completed" in preparation for this hearing, repre- 
sents mare than a decade o£ probing and observations. 

In 1973 I presented a Jbrief to the FDA entitled "Proposals for 
ImprovW Protection of the Unborn Child." Many of the recommend 
datibjis^that I have made in my presentation today came directly 
from that 1973 brief. Most of the recommendations I have made do 
not require legislation. They really just teke a new direction on the 
part of FDA With his wife as a health educator I think Dr./Hayes 
has an understanding of what I am talking about. I h&p£ to see 
that changes are made within the FDA. I would like to work with 
FDA, not against it. I have made every effort to do so and hope to 
do so in the future 

[The brief referred to follow^] 
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Proposals for Improved Protection of the Unborn Child 
by the U. S, Food and Drug Administration 
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November 1973 , 
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The FDA. Drugs and the Chtldbcafing Woman 

The U. 5. Food and Drug Administration (FDA) has failed to use its statutory 
authority to adequately protect the American consumer, and in particular the un- 
born child, from the possible adverse effects of FDA sanctioned 1 or approved 2 
drugs. 

By failing to use ^statutory authority the FDA has allowed millions Of 
childbearing women and their unborn children to be expoeed to prescription and " 
non-prescription drugs , chemicals and devices which the FDA has sanctioned or 
approved for use or sale without requiring the manufacturers to show proof that 
their products will -w. adversely affect the physical, neurological and mental 
development of the unborn child and future adult. While the FDA hat met tfie 
specific requirement of the law that the proposed product must meet the claims 
of the manufacturer, the FDA has not gone beyond this to inquire as to matters 
not covered by the basic claims of the manufacturer. Evidently the F*>A has ' 
limited its concern to the short term effects of the product, and primarily the 
effects on the mother sjone, even though it is evident from numerous studies that 
the unborn child may be affected, both short term and long term, by the product. 



For purposes of this paper a "sanctioned" drug or device is one which the FDA 
cleared for sale or use -prior to the 1962 amendments to the Food, Drug and 
Cosmetics Act (the Act), U.S.C.A. Sec. 301 et seq. Clearance by the FDA 
of such products required little more than a filing of a registration statement, 
followed by a waiting period. If no objections were brought against the use of 
the product during the waiting period the FDA approved or sanctioned the pro - 
" jtoct for sale or use, essentially on the basis of relative safety. 

, Fot purposes of this paper an "approved" drug or device is one which the FDA 
^ approved for sale or use after the 1962 amendments to the Act for effectiveness, 
as well as safety, based on p remarket determinations offered by the manufacturer. 
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Not only W the FDA approved unproven 3 drugs, chemicals and devices for * 
use by pregnant, parturient and delating women, but the FDA has compounded 

^thuvprobtem by failing to requ&e^all manufacture re to adequately warn the physic line 
and/or usersr Via package insert sheets, promotional material, advertlsfn^media 
and such pharmacologic guides' as the Physicians Desk Reference ff>DR) when their . 

'products have not been proven safe for the unborn child. 

The fact that the FDA has no official pharmacologic guide such as the PPn, 
Modern Drug Encyclopedia, etc. , which would offer usiuased information regard- 
ing drugs and devices, is a detriment to the American consumer. For example, 
m % any potentially dangerous drugs, such as spartein sulfate, a drug used to initiate 

or stimulate labor,, are not listed in the PDR , a commonly used information re- 
rat* 

source for health professionals. 

Congress has granted the IDA various powers ^nder the 193£ Food, Drug 

and Cosmetics Act 4 (the Act) a**d its subsequent amendments to protect the 

public. These powers include: 

* The power to police the contents of drug labeling. Including 
5 

package inserts. 



3 * * / 
For purposes of-this paper an "unproven" drug or device is one which is sanctionad 

or approved by the .FDA but one which has not been proven safe as to its long terra 
effects on the development of the child. 

"i > 

4 U.S.C. A. Sec.,301 et seq. 
•6 

Act Sec. 502, 21 U.S.C^A. Sec. 352. The Act exlm^ts dispensation to the patient 
of prescription drugs from many of the labeling requirements. Sec. 503(f)), 21 
JJ.S.C.A. Sec. 353(b), but the'provisions of Sec, 705(b). 21 U.S.C.A. Sec. 375(b), 
concerning dissemination of emergency information, seem to overcome this exemp- 
tion in many-circumstances, as will be discussed throughout this paper. 
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* The power to police and set standards for the oo^Pita of drug 
advertising, 6 

* The power to cause dissemination of information to the public in 
order to prevent imminent dangers to the public health and gross * 
deception of the consumer. 

It is our* view that the general public has been and is being deceived as to 
the safety of drugs without adequate knowledge of the possible hazards inheient 
in drugs and devices now sanctioned or approved for sale or use by the FDA by > - 
. pregnant, parturient antf lactating women, 



** With regard to drugs introduced since May 1, 1963, the effective date of •* 

8 * ^ 

the 1962 amendments to the Act , the FDA has additional powers concerning Wth 



6 ' 
Act Sec. 502{n), 21 U.S.C. A. Sec. 3S2(n). It should be noted that the FDA may 

also require pre clearance of advertising in extra-ordinary circumstances. , 

7 

Act Sec, 705(b). 21 U.S.C. A. Sec. 375(b). U to clear that this provision can 
used V> overcome many of the provisions cfrsrussed in note (2), supra . The 
FDA itself has defined an imminent danger to the* public health* 

* "(a) Within the meaning'of the . . .Act... an imminent hazard to 
the public health is considered to exist when the evidence is sufficient 
4o show that a product or practice^ posing a significant -threat of danger 
to health, creates a public health situation (1) that should be corrected 
immediately to prevent injury and (2) that should not be permitted to con- 
tinue while a hearing or other formal proceeding is being held. The"'un- 
minent hazard" may be declared at any point in the chain of events which 
may ultimately result in harm to the public health. The occurrence of 
the final anticipated injury is not essential to establish that an "imminent ^ 
hazard" of such occurrence exists." 

M (b) .in exercising ^is judgment on whether an "imminent hazard" 
exists, the Commission will consider the number of injuries anticipated 
and the nature, severity and duratym of the anticipated injury." (21 CFR 
Sec. 3.73). 



P.L. 87-761; (1962). 
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pre and post marketing luting and the dissemination of information. 9 Unfortunately 
the vast majority of drtSge and devices employ^ In the cafe of pregnant, parturient 

_ind 1 act a ting women were "sanctioned;* for sale oruse prior to the 1962 amendment 

and were not subject to the present FDA standards* , * 

^ While we realize^he past contribution of the FDA wW are disturbed by^the 

taot that even»our pre'sent regulations allow massive*urvmolLtored experimentation 

« with ^iman lrves»and mental potential whjch is ne\ tne Nuremberg 

Code, 10 The uninformed general public is being used to establish the long term 

• safety of a -product, rather "than u§mg a limited number of subjects who are fully 

• % * » v * 

( tWare that trie long* terra affects of the product under investigation are unknown* 
% • 
^Furthermore the >ubhc is being used in this way without scientifically valid se- 

^^quentia 1 evaluations of the children .exposed to the drugs, so that it is doubtful 

that uscful.informati^n will ever emerge from" such "experiments . 

s * 
* The FDA has failed in its charge to protect the American consumer and the 

« >t » 

Unborn child in several ways 

-si! 

' • } 

Am The FD>y does not now, nor has it ever required clinical proof that a 

drug or device offered for use by pregnant or parturient" women is safe 

as to its short term and lo/ig term effects on the physical, neurological 



\ 

.9. 



> J Act Sqc. 505, 21 U.S. C.A. Sec, 355 governs the approval and marketing of 
*n>w drugs* 

10 TL* Nuremberg Code specifics that the experimental subject should be informed 
, *of "all inconveniences and hazards reasonably to be expected; aruf tfce effects upon 
his health or person which' may possibly comb from his participation in, the ex- 
periment*" v 
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add mental development of the fetus or child bcfoue the FDA sanctions 
« 

or approves the product for sale or general use by chlldbearing women. 

Tte FDA presently requires pre-clinical animal testing before approving 
new druga. Such testing must "give proper attention to the conditions of 
use recommended in the proposed labeling 6uch as, tor example, wlfoher 
the drug is. ..to be used in. I .pregnant women or women of chlldbearing* 
potential.," 11 Since there is no animal which duplicates human physiology, 
tests on animals (or aborte.dTetnses) c ah not be' accepted as "conclusive 
evidence" of the "short term and long term effects of a drug or devica on 
the child. (Tbosei drugs sanctioned by the FDA for marketing or use'prior 
to 1963 were not eve* subject totthis limited tlsting.) 



2 j Except in the area of approved neir drugs, *where 'such action I* mandated 

12 * 
,by statute , the FDA does not require that the manufacturer carry out 

m 

* systematic follow-up information -gathering in qrder'to evaluate the long- 

• 13 \ 

term effects of drugs. . . 



3. 



^The FDA arm 1 tg^ manufacturers tc issue information in the package insert 

' '«# * " 1 

/ sheets which is obsolete and to u^sev language which is frequently evasive and 



U 2f CJM\. 130.4(d). 

12 AetSecs. 505(e), 505Q), 21 U.S.C.A. Sees.. "555(6), 3550). * * 

13 Geg Buday. The Package Insert: Significance. Style and Synthesis/ 2^ood, 
Drug It Cosmetic L.J. 547 (1968); Simmons. FDA Looks At The Package 
Insert , 27 Food, Drug 6 Cosmetic L.J. 117 (1972) 
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often misleading in describing the known hazards and possible complications 

( 14 * 
which can result from the use of the drug or device^ 

4/ By not requiring a manufacturer of a drug or device to include a clear 
" . T 

warning t}utf ^product- sold over-the-counter has not been proven safe 

\~ m * % 

for the unborn child, and by not using its emergency powers to provide 

* #» 

such information inHhe case of prescription drugs. 15 the FDA has allowed 
' the manufacturer to delude the consumer into assuming that.Jhe product 
has beep proved safe "for the unborn child, since ^has been approved by 
the FDA. 

5. Hie FDA does not require the manufacturer to warn the user <»f the more 

obtuse but pertinent facts about a^iven medication and its effect on toe ^ 

fetus wueuever administered to the pregnant or parturient woman. For 

x example, drug ihkuced uterine inertia may precipitate the "need for amW- 

tomy. a procedure whereby the amniotic membranes are luptured in order 

to speed up labor, &et, research by Caldeyro-Barcia, President Elect of 
V • 

' ~* TTT r — " 

14 See Simmons, supra - at 121. He auotes at length froA&e final report of the 
Commissioner of tfer National Research Council's DrugEfficieney Study, which 
cites biased, out-of-date, and unfactual material in package inserts as well as 
vague, insufficient and irrelevant information, saying much of it would not have 
withstood factual review at the time it was written. 

er- the- counter drugs are required to bear adequate directions for use t> i.e.. 
directions as to how a drug can be used safely, 21 C. F. R, l,106(a|. Under 
* this directive many suc£ drugs bear warnings to pregnant women but do not 
necessarily warn of possible dangers to the unborn child, unless the FDA has 
sp directed. Prescription drugs bear no such warning unless the-physician s - 
directs It. . . 
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tbe International Federation of Gynecologists and Obstetricians, and his 
co-workers Indicmtes that rupturing the amniotic sac may. In itself, create 
haxardi^to the unborn child. 16 

tylocalne, and other similar drugs, when used as regional anesthesia tend 
to Immobilize the lower portion cf .tbe nv »er's body, which In turn, Increases 
the likelihood that the normal progress of !abor\will t>e slowetS, spontaneous birth 
may he Inhibited, and that birth must be assisted by fundal pressure or forceps , 
extraction — procedures which can In themselves be ^lazardous to the. child. Yet 
when one reads the package Insert sheet no "such warnings are evident. 

6. The FDA's inaction has further allowed the manufacturer to mislead the 

physician and the user by permitting the omission of cautionary statements 

17 

from promotional material and reminder advertisements. 

) - . 

As a consequence of tbe FDA'S inaction health professionals and parents 4mvfc 
tended to grow complacent about the use of medications by obstetric patients. As 
a result few American babies are products of a drug* free biologically normal preg- 

iicy and birth. Because of the FDA's failure to act millions of American unborn 
children have been exposed to drugs in utero whi"h have been sanctioned or approved 
by the FDA — nausea remedies, diuretics, laxatives, appetite suppressants, anti- 
spasoatiCB, labor stimulants, sedatives, tranquilizers, muscle relaxants, amne- 
slacs, narcotics, analgesics, regional anesthesias and inhalation anesthesias — 



16 

AlJiabe, O. , Aranburu, G., Schwarcz, R. and Caldeyro-Barcla, R,: "influence 
of the Rupture of Membranes on Compression of the Fetal Head During Labor". 
Scientific Publication No, 185, World Health Organization 1969*. 

17 21 C.F.R. 1.105(e)£)(i). 
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none of which have been proved safe for the unborn child. There is now evidence 

that many of these drugs can bring about deviations or modifications in the behavior 

. r . * 18 

* and response of newborn infants which may persist 3 to 5 days or even longer. 

The long term implications of these deviations are tfnknown. ' / 

American unborn and newborn infants are routinely subjected o obstetric 
medications and consequent procedures that would appall midwives and obstetricians 
serving in such high-risk maternity facilities as the University Hospital in Amsterdam. 
In this teaching faciUty, where' approximately one in every three obstetric patients 
Is of non-Dutch'desceat. fivejy effort is made to avoid pharmacologic intervention 
in the normal process of labor and birth. Strong emphasis is placed on preparing 
expectant mothers to* cope with the childbearing experience. Parturient women » 
are encouraged and strongly supported in a way that they need little or no medica- 
tion. The Dutch avoidance of intervention in the normal process of parturition may 

r 

well be reflected i^ the fa/t that the incidence of resuscitation (oxygenation, assisted 
ventilation, intubation) in this high-risk institution is approximately one in every 
400 births — a record unmatched by any American hospital. ,In less high-risk,, 
Dutch maternity facilities 1000 births may occur without the need for resuscitation. 



While European obstetricians and midwives grow concerned if the hands and 
feet of a newborn infant fail to "pink-up"" within a minute or two after birth, in 
contrast, blue -tinged hands and feet at one hour, and even one^fty of life are so 
commonplace among American newborn infants that such a condition is now accepted 



18 

Cohen, S. and* Olson, W. : "Drugs Which Depress the Newborn", Pediatric Clinics 
of N. A. , 17:835-850, 1970. 

Bowes, W., Brackbill. *Y.. Conway, E» and Stein Schneider, A.: 'TSe Effects of 
Obstetrical Medication on Fetus and Infant", Mono. Soc. Research ( iild. Devel. 
No. 137- Vol. 35, June 1970. 
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as normal. Those who cite our air conditioned deltvery rooms as the cause of the 
newborn's blue tinged extremities have probably never experienced the chill of a- 
typical, lofty ceilinged European maternity facility. 

4 What is the significance ot these differences in infant outcome between the 
United States and other developed countries? We do not know hut the statistics 
Indicate a need to reevaluate our entire perinatal care program and in particular. 
«*!■ present practices regarding drugs and the ckhdbearing woman. 

According to Jerold Luojey, M.D., (ormer Chairman of the Committee on 
Fetus and Newborn of the American Academy of Pediatrics: "Many of our accepted 

practices are not supported by scientific research and appear to be rooted more 

/ ' 19 
in hospital and medical tradition tt^n inhuman physiology". 

Can we justify leaving any stone unturned when the latest available statistics 
Indicate that: 

* There are 15 developed countries whose rates of infant mortality 

t 

are less than that of the United States. \ 

/ • 

* The United States now leads air developed countries in the rate of 

4 

\ 

infant deaths resulting from birtfr injury and respiratory distress. 

* The United States and Canada. wfaQse obstetrical care is similar to oqr 
own, now leads all developed countries in the incidence of infant deaths 
in the first day of life. 



19 

From Foreword to Haire, D,B. : "T^e Cultural Warping 9f Childbirth", Interna- 
tional Childbirth Education Association News. Spring 1972. 
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While our Incidence of infant death is a source of deep concern, it is short- 
sighted to evaluate a system of care only on the number of newborn iiuants who 
survive of' succumb. For every newborn infant who dies of birth injury Oi re* 
. spiratory distress there are likely to be hundreds who survive -such trauma only 
to be damaged, Reputable United States health agencies estimate that: 

1. - There are 6 miUicn retarded children and rfdults under the age 

{ of 65 in the United §tates to-day, with an anticipated increase of * 

100, 000 to 200, 000 .this ye*r. 

2. One in every 33 children born today in the United States will 
* eventually be diagnosed as regarded. ^ 

3. Ctae in every 6 children shows evidence of positive or borderline 
mjniroal brain dysfunction - an estimated total of 7 1/2 million 
children. 



The number of hyperactive children in the T'nited States who require 
treatment or special care is growing to, staggering proportions — — 
35. 000 in the city of Los Anfeeles alone. 



5. Three quarters of a million American* children are under psychiatric 
. treatment - a |3% increase in such children between the years 1965 
and 1971. (These figures do not include the number of private pa- 
tients and other children who did not visit hospitals or established 
mentil health centers.) 

While gene tic a, heredity and nutrition have long bec^ recognised as affecting 
mental potential, it is becoming Increasingly apparent that obstetrical drugs can * 
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also affect the mental development^ the child and future adult. 

( „ There is ho doubt that-adverse socioeconomic conditions contributejSo our 

• high incidence of Infant mortality and morbidity, but social pathology has become 

the scapegoat for those wllo^ould 'prefer to bury thefrSieads in the sand like the 

proverbial ostrich, ignoring the fact that thenf are still a significant proportion 

. of perinatal deaths and damaged children among infants who are 'full size, full 

20 

term and from middle class homes. "fbe incidence of redded, brain damaged 
or dysfunctional children cuts through every stratum of our society. 

~~ Recent evaluations suggest that transient oxygen depletion in utero and at - 

birth may have life- long adverse 'effects on the developing child and > fu*u. , e.adulU 

In a retrospective survey of the health histories of 1000 children with learning 

disabilities, "cyanosis at birth, oT sufficient degree to require resuscitative mea- 
• * *- 

t * . 

cures, was found to be the second most common factor ("Complicated ttoltvery" 

t * 21 

was first) in the health b-<;tory of the children studied. Such a retrospective 

" r 

study, whil£ ftought with inadequacies, points to Die fact that we cannot afford to 
be complacent dbout the frequent need for resuscitation at birtti or secondary de- 
pression so frequently seen in American newborn infants 30 to 60; minutes after 
a dedicated birth, ^ 



In his comprehensive review of the literature, "Drugs which depress the * 
Newborn", Cohen cites the works of Stechleri Borgstedt and Kron and state!, 



20 Gruenwald, P. : "fcerioatal Death of Pull Size and Full Term Infanta". Am. 
J. Obstet. Gynec.j 107:1022-30, 1970.- ^ 

21 

Hoffman, M.S.: "Early Indications of Learning Problems", Academic Therapy, 
VTI#1, 1971. 
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"These reports indicate that the behavior of .infants bom to mothers 



who receive. drugs during labor is differs* from the behavior of in- 
fants whose mothers receive (less or) no 'drugs. They provide do 
data about lougyterm effects* of these early drug- related behavioral 

differences. ..we remain Ignorant of the possible long-term effects 

* I * * 22 

* of drugs Apon the growth a'nd development of the child. 

' ' 

As new techniques become available for testing the effects of obstetric 

* t » 

drugs and procedures on the fetus and infant it becomes increasingly apparent 

from the evidence gained therefrom that we can no longer rely on the Apgar ^ ^ 

Score or on, clinical observation alone to' demonstrate the safety of a given pro- 

* 

_c£dure or drug. An iniant may show no signs of respiratory distress and score 



well on the Apgar Score, while a more scientific evaluation of the infant's oon- 
dition may indicate lingering signs of oxygen deprivation" in utero aod/or altera- 
tions in the functioning of the*entral nervous system. 



We do not know the*degree of oxygen depletion an unborn or newborn>nfant 

can tolerate before he sustains permanent tyrain damage or dysfunction, or, death, 

\ ' 
yet drugs which are k towti to increase the incidence of maternal hypotension and 

fetal bradycardia — conditions associated with oxygen depletion in the fetus — are 
* r 

frequently administered to parturient women in the U.S. without their being matte 

f 

aware of the possible hltards or the alternative therapy. a . 



^ Damage to the fetal central nervous system resulting from oxygen o>pletion 
"Cohen/ S. and Olson. W. : fbrugs Which Depress the Newborn", Pediatric Clinics 4 



ofN..A. # 17:835-850^1970. 
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Airing labor and birth may be more subtle and far-reaching than was once assumed. 

• " * " 
In a prospective study of six-year-olds who had experienced varying degreespf 

asphyxia at birth Ucko noted that those chilJren who experienced asphyxia of 

. sufficient degree to require resuscitation, although normal in manner under ordinary 

\ 

conditions, demonstrated significantly more behavioral disturbances when* faced with 

t ' 23 

a stressful situation than did the matched controls, 

' New techniques for evaluating the effects of meperidine on the newborn infant 

indicate that as email a ^osage level as 50 milligrams of meperidme*can cause ' • 

* ) 24 

measurable deviations m normal newborn infant response* There is no scienti-' 

flcally controlled research which vindicates these deviations as being without harm- 
ful sequelae. Tfce safety of meperidine has neter been established and there are » . 
now data to cause concern about its frequent obstetric use. 

X 

' Research being carried out by Brackbill 25 indicates Uiat (a; obstetrical drigs 

* 5 * 

# do affect infant functioning adversely and in proportion to dosage, (b) that the aoN 

verse effects of drugs are not transient, and {c) that different levels of functioning 

are differently affected by obstetrical drugs. Those functions most vulnerable to 

medication effects are also those most clearly related to later cognitive functioning. 

We do not know the long term effects on the, child of fundal pressure, forceps 
compression of thejetal head and traction on the fetal spinal column* and yet 1 * 



23 

4Jcko. • "A Comparative Study of Asphyxiated and Non-Asphyxiated Boys from 
Birth to Five Years". Develop. Med. Child. Neurol.. 7-643-657. 1965. 

24 > 

Morrison, J. et al- "Metabolites of Meperidine Related to Fetal Depression". 

Am, J. Obstet. Gynec.. 115-1132-1137. 1973. 

25 * * 

Brackbill. Y.. et al "Gbstetrica\Premedication arid Infant Outcome". In Press, 
Am. J. Obstet. Gynec,, 1973. 4 



ERLC \ * Ho 



* -3 

112 



r 



American women are frequently administered drugs during labor which are known 
^ to increase the incidence of prolonged labo^nd obstetrical intervention. 

Nor do we know the long term effects on the neurological and mental de- 
velopment of the child of chemically initiating or stimulating labor. Those who 
would Justify the elective use of labor stimulants on the grounds that the electronic 

monitor will identify deviations in normal fetal physiology should be reminded of 

S 

or alerted to the* fact that we do not know the Jong term effects of electrooic fetal 
monitoring onJhe development of the child, and that therefore the device* should 
only be used when medically indicated. * 

Recent evidence indicates that perinatal damage resulting from drugs pre- 

scribed for or administered to pregnant,- parturient or lactatlng women may not 

i 

become evident for many years. For example, the maternal Ube of dielhylstil- 
• bestrol, taken bV>bstetric patients, to forestall premature labor, fme been noted 
to contribute to, or increase, the incidence of adenocarcinoma in subsequent 
live-born female offspring many years later, it has been estimated that diethyl- 
stilbestrol was prescribed for approximately one million pregnant women during 
the period 1960 to 1970, and that between 10, 000 to 15, 000 young women are 
likely to be affected by the drug. 

i 

Nor do we know the possible* long-term effeet of administering dvthylstil bestrol 
or other lactation suppressants to millions of American women immc ^ 1> post- 
partum in order to suppress lactat|L, particularly since, according to a survey 
of midwives serving clinic patients in New Yo^City, msujy. of these mothers pro- 
ceed to breast-feed their babies once they are home from the hospital and have 
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more privacy. ^ 

We cannot look to the federally sponsored Collaborative Perinatal Study 
to c?ide ua to a safe form of analgesic or anesthetic agent for cbildbearing, for 
the Collaborative Study did not include t sufficient control group of normal, unmedi- 
cated mothers and their babies which could have served as a base line against which 
to measure deviations in normal newborn infant behavior and response. * 

If the American pibhc is to be protected against a false assumption of 
safety regarding drugs and devices used by pregnant, parturient and lactating 
women, the FDA must require thai all manufacturers including manufacturers of 
pre-1963 drugs and devices submit scientific data which demonstrates the long 
term as well as the short term safety of their product to the unborq child. Such 
evaluations can be done and MUbT t>e done, 'lherc is n^reasonV assume fqr 
example that, because a drug. such as meperidine w£s on the market prior to the 
improved regulations issued in 1962, it is, therefore, harmless. It would seem 
only com r^rfflS sense that those drugs wh'ch are most frequently administered to 
pregnant, parturient and lactating ^omen in the U.S. should be the first to be 
required to submit proof of safety for the child as well as the mother. 

In view of the present lack of knowledge as to the effects of obstetrical 
medication on the long term physical, neurological and mental development ot 
the child we strongly recommend that the FDA tak3 the following actions 

1. The FDA should require that every manufacturer provide clinical 
data which indicate that Ms product or, drug is safe as to its effect 
on the physical, neurological and mental development of the child 
b efore it is approved fo r sale or general use by childbearing women , 

* 
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. In view of the fact Ihat there is no animal which duplicates humio 

physiology, such Clinical proof is essential. The FDA clearly 

has sututory authority in the area of approved new 'drugs, concerning 

which Its statutory mandate is to set standards for testing prior to 
26 

use, to impose and enforce such regulations. 

2. The FDA should require that all investigations carried out to estahtysh 
the safety of a produc^ include an informed control group made up of 
an adequate number of noqnal unmeditated mothers and their offspring 
to serve as a base line against which to measure deviations in normal 
newborn injant behavior and response. 



3i The FDA should impose a similar requirement for proof of sho rt and 
long, term 3afetv for the fetus and newborn infant on all currently used 
obstetrical drugs, including drugs which were marketed prior tc the 
New Drug Act of 1962 . • 

V 

4. * h The FDA should require manufacturers of both FDA sanctioned and 

approved drugs and devices to-carry ou^on^going follow -up Information* 
gathering and require recordkeeping and reports of clinical experience 
to the FDA in o rder to evaluate the long-term effects of sancti oned 
and approved drugs , 



26 



Act Sec. 505, 21 U.S-C-A. Sec. 355. It should be noted that the Act specifically 
allows investigational use of new drugs, prior to approval, but sets strict standards 
f^r their investigational use; one such standard is that tig physiclanobj^ an in- 
formed consent from his patient, Act Sec. 505{i), ™]W**Fm Ai_ g^^" 0). As the 
law now stands, It seems that a mother is prcifcasi^sf^nipCTcnt tr consent to pro- 
cedures involving both herself and her unborn child, see, ^for example, the abortion 
cases, Roe v. Wade . 93 S.Ct. 705 <1973); Doe v. Bolton, 93 S/fct. 739 <1973), which 
<pould imply this theory although they do not state it. 

m" * 
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Such -action is now required by statute tor new drugs. 27 Expanding 
' 'auch requirements to all drugs woulcMn effect be to consummate the 
proposal outlined In the previous paragraph, t.e. the FDA could use 
its power to make manufacturers of all drugs systematically acquire 
results of independent research and report them to the FDA* 

5 ' The FDA should require that package Insert sheets and promotional 
material for any drug presently on the marJket which has not been 
proven safe as to its long-term effects on foe infant contain an appro- 
priate bold type (10 point modem) warning that these effects are un- 
known . 

6. The FDA should require the manufacturer^ clearly indicate In the 
Insert sheet, labeling, etc. that it is Impossible to predict what will 
constitute an overdose to the fetus of a given medication or a combina- 
tion of drugs, because of the infinite variati ons in metabolism In both 

: w 

mother and fetus . ^ 

With regard to the two preceding points (Nos. 5 & 6) the present FDA 

regulation governing package inserts reads in part as follows: 

"Labeling on or within the package from which the drug is to be 
dispensed bears adequate information' for i^ use, including indi- 
cations, effects, dosages, routines, methods, and frequency and 
duration of administration, and any relevant^aurds, contraindi- 
cations, sine* effects, and precautions under wpafc, practitioners 

# y 



27 % 
ActSecs. 505(e). 505Q), 21U.S.C.A. Sees. 355(e), 355(j). 
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licensed by law to administer the^drug can use the drug sAely and \ 
for the purposes for which It is-sdvertised or represented. . . "* 8 ' * 



The FDA can simply issue an administrative interpretation of the word 
"precautions ", stating that it requires that package insert sheets carry a -warning 
such as the following: / 



i 



"When administered to ox taken by a pregnant or childbearing 
woman the effect of this drug on the subsequent physical, 
neurological and mental development of the child is unknown. 
Since even the short- term direct and indirect effects of this • 
drug vary with the individual physiology of each mother and 
her unborn child, the term 'overdosage 1 as it aft>lies to the 
fetus cannot be defined for this drug. " 



7. The package insert sheet should also Include the following additional 



warning/ if applicable: 



•The use of this drugty childbearing women may slow the 
transfer of*oxygen fro*m the maternal circulation to the fetus, 
may prolong labor and/or may inhibit spontaneous birth, 
thereby increasing the likelihood that obstetrical tnterven- . 
tion may become necessary, " 



+ 



If, of course , the FDA Jeels that an administrative interpretation 
of the existing rule is fffr some^ reason inappropriate, \t should use its clear statutory 
authority over labeling 29 to promulgate a new regulation, or an amendment to the 
current one, stating that revelation of direct and indirect side effects must include 



28 21 C.F.R. 1.106(b) <3) (t). 

29 Act Sec. 502, 21 U.S.C.A. Sec. 352. 
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• disclosure of these possible consequent effects of the products used. * 

8. The FDA should requlre<the, manufacturer to- Include in the package 

insert sheet and other labeling the average lapsed lime between the 

administration of the drug to the parturient woman and the uptake of 

the drug by the fe tal circulation and also the average time of Immediate 

'maximum impact on the fetal physiology . The FDA authority to take 
' • / \ * 

. ' this step is the same as to points 5 and 6 above* 

The following wording could be used: 



A- 



•The time lapse between the administration of this drug to 
a pregnant or parturient woman and the uptake of the drug by 
the fetal circulation, and the immediate maximum effect Of 
> this drug on fetal physiology is relative to the dosage given 
and the route and method of administration, (Aft IndVated 
abvviv the -lunj; term effect or this drug on the development 
of t)>e child is unknown. ) ,f 



9 

Reco' amended 
Dosage * 

-J— — 


Route of Administra- 
tion to Mother 

* 


Average Uptake 
by Fetal Circ. 


Average Time of 
Immediate Max. 
Impact on Fetal 
Physiology 


1 


Intravenous Iniect. 








Intramuscular Iniect. 






i 


Intravenous Infusion 








L General Anesthesia 








Rccnonal Anesthesia 








Epidural 


— ■ V 




** 


Peridural 








L Saddle 








Spinal 








Paracervical 
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The FDA should revok e the advertising exemption which it has granted, 
under which ^rcmindej ^g^^^^eedjTo t_contaln information re- 
lating to "side effects, contrain di cations and effectiveness. 0 The FDA 



ERIC 



in 



10, 



118 f 

•bould require that • warning %r warning* slmilsr to those* suggested 
In PoinU 5 antf 6 be contained in all advertlaing for any drug currently 
' on the market which haa not been proved aafe aa to iu long-term 
effects on the child. 

The FDA 'a atatutory authority to take auch a step is clear and beyond 
question; the Act grants the power to the FDA tc require that all drug 

advertising, contain a 'torlef summary relating to aide effects, oontra- 

' 30 
Indications, and effectiveness as required in the regulatlone. * r 

The current regulation exempts from the "brief summary" requirement 

"Reminder advertisements if they contain only the proprietary 
or trade name of a drug. . . and, optionally, information relating 
to dosage form, quantity of package contents, price, the name 
and address of the manufacturer, packer or distributor or other 
written, printed or graphic matter containing no representation 
or suggestion relating to the advertised drug. . . 

^ThV exemption ie broad enough to vitiate effective disclosure of aide -', 

effects, contraindications, and effectiveness to the physician. / 

The FDA should require that package iraert sheets a^ H lgt^Hnfl h*. 
systematically reviewed and updated every two years and sooner in 

en/ergencies to accord with new information. ' Here again the FDA* 

f 32 
clearly has statutory authority under its powers concerning labeling 

and dissemination of info*nation. 33 Knowledgeable consumer groups 

34 

should be invited to participate in this updating process. 



(30) Act jwi(n)(3), 21 U.8.C.A. |352(n)(3). In this regard it should be noted that 
while the Federal Trade Commission ("FTC") has Jurisdiction over false adver- 
tising, 15 U.S.C.A. 945, the FDA has overlapping Juriadiction which, by agreement 
with the FTC, gtvea It primary responsibility for regulating prescription drug adver- 
tising and labeling. 36 Fed. Reg. 18, 539 (1971). 

(31) 21C.F.R. 1.105(e)(2)'(i). 
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n. tm fda ■fcooi d naan that rtrr^'ir Hri irhmnf^^f mah * 

"Yllfflt fffi1*m shoots to the consumer noon request. 

This again can be done under the preeent power of the FDA to 
"cause wffee dUeemlntfed Information regarding drug*. . . in 
attuattosa J noising , in the opinion of the Secretary (FDA), 
imminent danger to the health or froee deception of the 
eoBMn*r n {££* 6 

#*■ 

12. The FDA ehoald move to cetabUeh an official F DA r K * TOt * r8nln t 4r 

t« is. The FDA should use* Its preeent powots. as It ha* done in the case 
of oral coptraccptlvco s ad nt^i^^ ttlbcstrol** to require thai an 
updated comprebeneive information sheet, written in I fff ifT'T 
and presented In^lO point modern type, which would Include but not 



33 Act Sea. 502, 21 U.S.C.A. Sec. 362. 
93 Ac£8ec. 702, 21 U.S.C.A. Bsc. 375 

34 la tela connection we are In agreemett with Dt. Henry E. Simmons, former Director 
of the Bureau of Drug a of the FDA, who aU*ed that the majority of labels and package 
laswrta •fall in their primary purpose of providing the physician* and pharmacist, 
with balanced sutboratatlve and objective guides to prescribing or dispensing tiu 
drug* in question. *' Simmons, supra. 119-120. 

35 Act Sec. 705, 21 U.S.C.A. Sec. 375. 
M 31 C.F.R; 130.45. 
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be limited to the warnings suggested in Points 5 and 6 above. If 

applicable to the drug, be provided to the obstetric patient as far 

in advance of the administration of obstetrical dr ug s as possible. 

♦n order that the ^patient's informed consent to the administration 

of the drug be obtained . The statutory authority for such action 

again exists under the FDA's power to disseminate information in 

situations endangering the public health or involving gross deception 
37 

of the consumer. A copy of the oral contraceptives guidelines 
are appended to this paper as an example of how such a warning 
can be achieved. It should be noted that, as described above, the 
potential danger to the public health "from ot. etrical medi cations; 
may be far greater than that from oral contraceptives. 



37 



Act Sec, 705. 21 U.S.C.A, Sec. 375. 
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7 • ' * 

/ Wc appreciate the fact that to carry out our proposals it will entail expensj^e , 
research, but the alternative is to continue the present practice of 'using the y 
geipral public and unborn children to establish the long term safety of a drug or 
device, rather than limit the investigation to a sufficient number of infonneJ^BUD^ 
Jects and normal unmedicated controls. Our present system may well be f£ more 
costly in the long run than the cost of research which could be absorbed by the " 
manufacturer.* 

' \ 

The recent tragic findings of adenocarcinoma in young girls* and women, 
whose mothers were given diethyl stilbestrol in order to retain the pregnancy, is 
evidence that our present system is inadequate*at best, and possibly the precipitator 
of future tragedy. , 

The present state of laxity is not difficult to understand. In the past, by 
necessity, we have had to depend on relatively crude methods and techniques to 
evaluate the relative safety or hazards to the unborn child of a given drug or device. 

The Apgar Score, yrich has been invaluable in bringing attention to Jhe newborn 

i 

infant, is a crude technique, by today's standards, for measuring the newborn 
infant's state of well-being. 

We must not be misled into complacency because the methods employed yes- 
terday or today have been unable to demonstrate adverse effects of a produce sanc- 
tioned or approved for sale or use by the FDA. As more sophisticated investigatory 
techniques and methods become available the FDA must insist that manufacturer^ 
continue to fund research, contracted out by the FDA or National Institute of Health,^ 
in order that the safety of their product (s) be reevaluated from time to time. 
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INFORMED CONSENT 



In this age of informed consent, the obstetric patient has the right to be made 
aware of the possible hazards and potential dangers to herself and to her unborn 
child inherent in drugs administered to her. Ideally, this Information should reach 
the mother prior to her hospital confinement while sfce still has time to prepare » 
herself to cope with the birth experience with a minimum of or no medication. 
' Failure to provide the mother with tMs information in advance of her hospitalization 
^should not, however, be used as an excuse to deprive her of this vital 1; rmation 
before a drug is administered to her. 

A competent^ dult patient has always had ti«. right to decide what shall be 

* done to his or her body and is entitled to the epport unity to consent to medical 

treatment.'^ Such consent is meaningless unless a patient knows of the risks and 

side effects as well as the possible benefits involved in in such treatment. The 

doctrine has beefi embraced to at Jeast some degree in most United sta ^ 8 3 uriB * 
• 38 ' 1 

diction' • 

"Recent judicial decisions in the a^ea of informed consent 
have impose/] an affirmative duty of disclosure upon physi- 
"cians, whether or not the patient inquires as to specific 

88 Alaska ffatrlok v. Sedwick . 391 P. 2d 453 (19**)); Arizona (She tier v. Rochelle , 
^1 Ariz. App. 358, 409 P. 2d 74 (Ct. ^pp. 1965)); California (Cobbs v. Grant, 
104'Cal. Rptr. 605, 502 P. 2d 1 (1972));' Colorado (Mallet v. Wrkey. 466 P. 
2d 466 (Colo. 1970) and Stauffcr v. Karabln. 49? P. 2d §62 (Ct. App. 1971)); 
Delaware (DeFelipp* v. Preston . 53 Del. 539, 1*3 A ? 2d 333 (1»61)); District 
of Colunroia (<Wterburv v. S pence . 464 F. 2d 7724D.C. Clr. J972)); Florida 
(Bowers/ v. Tallage. 159 So. 2d 888 (Ct. App. 1963); Russell v. Hardwlck, 166 
So. 2d 904 (Ct. A^p, 1964). Pit low v. 'Kaplan, 181 So. 2d 226 (Ct. App. 1965),^ 
and others)* Hawaii (Nlshl v. Hartwell , 473 ?. 2d 116 (Hawaii, 1970)); Illinois * 
(Green v. Hussov. 127111. App. 174, 262 N.E. 2d 156 (Ct. App. 1970) ); 
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, riaki. . . (T)he number of cases in which the doctrine of informed \ 
^ consent has been asserted. . . is steadily increasing. "39 

Hie Commission on Malpractice of the Secretary of Health, Education and 
Welfare, added that it found 'that there is a gene ~»"v realized right of a 
patient to be told about the danger inherent in pro *J medical treatment. " 40 

4 , Thus, the physician is under jn increasing obhga ion to provide detailed^ 
accurate information. Fortunately this obligation is gaining increasing recognition 



3? (Coot.) ^ , \X. 

Iowa ( Orosjean v. Spencer , 140 N.W. 2d 139 x (fljt, 1966)); 
Kansas ( KaLanson v. Kline, 186 Kan. 393, 350 P. 2d 1093 
{19Q0)j* rene»rj.ng denied 187 Kan. l8b, 355 p. 2d 670 



x 9f°f* Williams v. Menghan. 191 Kan. 6, 379 P. 2d 292 
* 1963)) J Micnigaa ( Rooer.s v. Youn g, 369 Mich. 133, 119 
2 * - ! 4 ? d «. 1 ci 1 ?T? 1 ' 5 li ^ nn 6Sota"~[5an^_ v . Charles T. Miller , 
u "*"'*" 1 WJ ~ ri '"' " *' ~~ ~~ Missouri 

and Aiken 



Hospital, V251 Minn. 427, 88 11^.-^186 .(19^1); Missouri 
(Mltcnell v. Robins on. 334 S.W. 2d 11 (Mo. ,1960) and Aiken 
v » Clary , 39o s.w. 2ff 668 (Mo. 1965));* Montana (CollinTv? 
ItoHT303 P.2d 36 (Mont. '1972)); Nevada (Com v. French , 
TTltev. 280, 285 P-l ?d 173 (1955)); New jersey ( Kaplan v . 
Harris , 96 N.J. Supr. 242, 232 A. 2d 840 (A.D. 19b7)); Kew 
Mexico ^Woods v,. Brjimlop, 71 N.H. 221, 3?7 P. 2d 550 (1962)); 
New York ( Fiorentino v. Vtnger. 19 N.Y.2d 407,* 280 N.Y.S 
2d 373, 227 N.E. 2d 296 (19oc*)); North Carolina (Watson v. 
Clutts, 262 N.C 153, 13b S,E. 2d 617 (1964)); Oregon fGetchell 

v. Mansfield, 489 P. 2d 953 (Ore 1971}); Pennsylvania TGray 

y . W^wTe, 423 Pa. 144, 223 A. 2d (1966)); Rhode IsTand 
( WilKinson v. yesey, 295 A. 2d 676 (R.I. 1972)); South Dakota 
( Biock v. McVajr , l£5 N.W. 2d 808 (S.D. 1964) ); <Texas (Wilson 
v. Scott, 2d 299 (Tex. 1967)); Washington, Ze barth 

v. Swedish Hospital , 8l Wash. 2d 12, 499 p, 2d 1 (19 ?2H* ' 
Wyoming ( Covin v. Hunter , 374 P'.2d 421 (Wyo. 1962)). " 

Department of Health, Education and Welfare, 29 (1973),^ 
Report of the Secretary's Commission pn Medical Malpractice . 



40 



Had. 
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the medical profession itself.* 1 f 
Although the law, as it has evolved thus far, has not deaH specifically with 



obstetrics and the; treatment ol pregnant women, this area is potential^' ->ne in 
which informed consent law may develop considerably. There are serious risks, 

i 

particularly to the unborn child, which usually are not disclosed to r n tiejits. parti* 

r 

calarly in the area of admlni strati cm of drugs to women during labor, birth and the 
immediate postpartum period. It is also an area in which many hospitals share 
the risks and the responsibilities of the physician, because hospitaV employees^ 
routinely administer the drugs. 

Inadequate package inserts increase the legal vulnerability of the physician 

f 

The standards relating to infcuned consent are being upgraded by action of the 
medical community Use If, The profession's most recent statement on informed 
consent is vontaiued in the Patient's Bill of Bights, which was published by the 
American Hospital Association on January 8, 1973. The relevant sections of 
the document read as follows: / 

, "2. The patient has the*right to obtain from bis physician # 

complete current information concerning his diagnosis, treat- 
ment, and prognosis in terms the patient can be reasonably ex- 
pected to understand. When \t is not medically advisable to give 
such information to the patient, the information should be made 
available to an appropriate person in his behalf* . . « 

' "3, The patient has the right to receive from,Jils physician, 
information necessary to give informed consent prior to the stalk 
of any procedure und/or treatment. Except in emergencies, such 
information for informed consent, should include but not necessarily 
be limited to the specific procedure and/or treatment, the medically 
significant risks involve!, and the probable duration' of incapacitation. 
Where medically significant alternatives for care or treatment exist, 
or when the patient requests information concerning medical alterna- 
' • tires, the patient has (be right to such information. The patient also 
has the right to know the name of ther person responsible for the pro- 
cedure and/cr treatment. 

f *H. The patient har *He right to refuse treatment to the extent 

permittee* by law, and to be informed of the medical consequences 
of, lis action." 



/ 



12.8 



ERIC 



f 

4 



\ 



V" 5 * 1 

x 125 

because they provide evidence of what a,physician should know. Thus, it seems 
clearly essential to remove any "reminder" advertisement exemption and to > 
J^ppor* stricter control of the contents of package inserts and of testing, which 
' provides information for Inserts. Such regulatory actions would create for the 
Physician an opportunity, through a uniform, coherent system, to know what a 
court or^ury might <Jeem him reasonably obligated to know. 42 

More complete dissemination of drug information to the public through a 
patient's information sheet would provide a defense for the physician agaiflst 
, informed consent suits, \fchen a patient is give n a broc hure detailing, in language 
the patient can understand, the possible ^asards or complication's which can re- 
mit from the use of a drug, the patient has the option of reading or ignoring it. 
She may, of course, seek further advice from her physician, but £be physician 
would have in the first instance, fulfilled his obligation of informing her by pro-^ 
viding her with an FDA-approved summary* The pattent will no longer be deluded 
Into thinking no risks are involved. ' 

Health professionals who resist the concept of informed consent regarding 

* / 

obstetrical medication, frequently warn that mothers will be traumatized by a 



42 * s 

This situation might arise outside the context of informed consent law as well. 
There is some legal authority viewing package inserts and similar manufac- 
turer summaries as evidence of whit a medical professional should know in 
other situations. See, e.g. Monk v. Doctor's Hospital . 403 F. 2d 580 (D.C. 
Ci». 1967); Nojan v. Dillon . 261 Md. 516, 276 A. 2d 36 (1971); Crouch v. 
Most, IB N.M. 2d 406, 432, P. 2d 250 (1967); Sanzart v, Rosenfeld. 34 N.J. 
128, 167 A. 2d 625 (1961); Jullen v. Barker . 75 Idaho 1 413, 272 P. 2d 718 
(1954); Meier v« Rt»?s General Hosp . . 71 Cal. Rptr. 903. 445 P,' 2d 519 (A.D. 
1968); Marcbese v. Monaco. 52 N.J. Super. 474, 145 A. 2d 809 (A. D. 1958); 
SllC? ▼« Leland Staf ford Jr. Univ . , 154 Cal. App. Z d 560, 317 P. 2d 170 
(1957). / 
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drug-free labor md birth. There is no reseaich which supports this premise/ Nor 

is there any evidence in such countries as t^s Netherlands or Sweden that a drug- 

f 

free parturition will leave the mother traumatized by the experience. 



Offering the mother accurate printed information, written in lay language, on 
* 

the relative convenience and possible hazards of •commonly uBed obstetrical medl- ' 
cations and practices, firler to her confinement, may sesm a nuisance to the practi- 
tioner, but informing the patient not only protects the hospital or professional from 
potential liability resulting from failure to obtain Informed consent, but also per- 
mils the mother to Share in the ^responsibility for* her own well-being and that of 
her child. ^* 



This is>also the era of increasing drug manufacturer liability for failure to 

" , 

provide adequate warnings about the nature and side effects of their products. 
p The FDA will, sot act against %rug companies which comply w^h its regulations 

and, requests for supplementary information. A number of recent court decisions, 

4 * 1 

however, have Imposed state tort liability 6n<Srug manufacturers for injuries to 

* w 

patients which resumed wholly or in pcfrt fro*m what the courts have viewed as the 
manufacturers' failures to disseminate adequate warnings to physicians concerning f • 



t^eir products despite corapli ,ce with F$A standards. 



43 



43 



Scheneheck v. Sterling Drug. lnc f 423 F. 2d 919 (8th Clr. 1970): Basko v. Sterling 
Drug, jnc. . 416 2d 417 (2nd Clr.U969); Kershaw v/ Sterling Drug/ Inc. . 4lte 

|lm V, Parke. Davis L Co. . 408 F. 2d 48 * 



F* 2d J*fc9 (5th Cir. 1969); Tlnnerbolm 
(2d Cir. 19691; Stromsodt v, Parke. Davis It Co. . 4irF. 2d 139(K alTlng 257 F, 
. Supp. 991 (D.N.D % 1966); Davis v. Wyeth Laboratories. 399 F. 2d 121 (9th Cir. 
4 1968U Yarrow v. Sterling Drug, Inc. . 46^?. 2d S78 f8th.qii^ 196?), aff'lng 263 
F. Supp. 159 p.S.D. 19671: Sterling Drug, la c.*, v. Cornish. '37C F. 2d 82 (8th 

Cir. 1967); Stevens v. Parke. Davis It Co .. 9 Cel. 3d , Cat Rptr. 45, 

507 P. 2d 661 (1973); Incolllngo v. Ewing. 444 Pa. 265, 282 A. 2d 206 <l971)i 
Bine v. Sterling Dm*. Inc. . 422 S.W. -2d 603 (Mo. 1968); Krug v. Sterling Drug, 
Inc,. 416 S7w! 2d 143 fapjfi*l).\ * ' 
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No court has held that a 'manufacturer can be held liable for Jailing to warn\ 
9 of risks of which it could uot reasonably know.. But at lease one court has said 
that the first case of a senous side-effect can be reasonably foreseeable. 44 
Some courts take cognizance of the special status of prescription drugs and the 
physician's rele in their use and thus have distinguished cases disallowing re- 
covcries for allergic reactions for over-the-counter products, imposing a 

I 

stricter standard for prescription drugs. 



^ ^ These courts emphatically are not impressed by FDA regulatory standards; 
for example, the following sta&ment is often quoted or paraphrased: / . ' 

< "Although all of the Comment regulations and requirements 

had been Satisfactorily met in the production and marketing 

the standards promulgated we. re minimal. . . 1,46 



In light of this still relatively small but expanding body of law, it s«fems to ■ " 

be in the in^rest of the drug manufacturers to support stricter FDA standards „* 

for testing and for the updating an<J thfeseminatfon of information to both physicians^ 
* * 
and patients. Such standards might provide a legally cognizable standard of * 

conduct for dissemination of information which would help to insulate them against 

state tort law liability. The current suits against drug companies are in many 



44 



45 



46 



'Stromflodt v. Parke. Davi&*& Co. . 257 F. Supp. 991 (D.N.D. 1966). 

'See e^. , Sterling Drug, lnc Tl v. Cornish. 370 F, 2d 82 (8$h Cir. 1967); ffing ' 
v. Sterling Drug, Inc, , 422 S.W/2d 603 (Mo. 1968); Kryjt v. Sterling Dmtr 
^nc. 416 6. w. 2d 143 (Mo. 1967). One case extended this warning requirement 
to the general public when a prescription polio vacefne was (jispensed at mass 
clinics.. Davis v. Wggi Labo ratories, Inc.* ' 399 F_ 2d'l21 (9th Cir. 19&8). 

Stromsodt v. Parke. Davis fc Cn .. 257 F. Supp. 991, 997 (D.N.D. 1966). 
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ways parallel to Informed consent suits, tfwHhe same policy considerations and 
concepts of patients* rights apply. In this regard it should be noted that if another 
thalidomide-type disaster occurred this time in the uuited States, it wouWlsubJect 
the manufacturers to extremely high monetary damages. It is generally-r'acknowl-. t 
edged that the new drug provisions were added to the Act in 1962 in order to pre- 
vent a 'thalidomide disaster, and it is clearly in the interests o^drug manufacturers, 
as well as the medical profession and the public, to insure that the FDA nses all of 
its power, both under the amendments and the rest of the Act, to prevent such a 
di easier from occurring. 

Mr, Gore. Thank you very much. I hope you are pleasantly 
surprised at the reaction of FDA to this hearing and subsequent 
proceedings. I would direct the attention of the FDA to the state- 
ment of the ranking minority member which appears in the record 
of this proceeding at the outset. There is a "bipartisan concern and 
it is a matter that has festered for far too long and even those who 
may take exception to some of the statements in your testimony 
must concede that even from their point of view there is a great 
deal of it that is right in the center of the bulls eye and it must be 
responded to. * 

Before we go to questions I have the pleasure of calling upon our 
colleague from New York, Jonathan Bingham. It has been my 
experience as a new chairman of this subcommittee exploring 
issues- of concern to the public that there have been many who 
have preceded Mr. Shamansky and me in these areas and one such 
pioneer in this area is Jonathan Bingham who has introduced 
legislation long since. We will put the entire text of your statement 
in the record and invite you to proceed with any or all of it as you 
see fit. Welcome. 

STATEMENT OF JONATHAN BINGHAM, A REPRESENTATIVE IN 
CONGRESS FROM THE STATE OF NEW YORK 

Mr. BiNGHANi Thank you very much, Mr. Chairman and mem- 
bers of the committee. It is a pleasure to appear before you and I 
appreciate the opportunity of doing so, I am particularly glad to be 
able to do so along with Mrs. Haire to whom we owe a very distinct 
debt of gratitude for helping in the formulation of the legislation 
that I have introduced both in this session of Congress and in the 
past Congress. 

I have been interested in this subject for a long time and I 
certainly want to salute you Mr. Chairman, for having these hear- 
ings. 1 think jt is a topic of enormous importance and one that has 
not been jfaid sufficient attention. It was first brought to my atten- 
tion' by 9 constituent o{ "mine by the name of Estelle Cohen who 
had the experience of having a child born in the course of artifi- 
cially stimulated labor and that child has suffered brain damage at 
the time and it has, the event has caused Mrs. Cohen to make kind 
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of a life work of trying to stimulate governmental action in this 
field to see to it that such procedures are not routinely followed, 
the dangers are recognized and that many of the actions that Mrs! 
Haire has spoken of are taken I have appended to my testimony 
an article from the Co-op City News which is published in my 
congressional district describing Mrs. Cohen s experience in detail. 
I hope that may be added to your record. 

Mr Gore. Without objection we wifi put that in and the text of • 
your bill, H.R. 138 into the record of this proceeding at the end of * 
your statement. 

u BlNGHAM 1 realize and I am sorry that it is a fact that that 
bill hsts been referred* to other committees in view of your interest I 
wish it had been referred to this committee. ' 

Mr. Gore. I septe on the Energy and Commerce Committee' also J 
so we^will be watching for it over there. 

Mr. Bingham. I hope you will be able to pursue Inhere. Let me 
just mention some of the main provisions of the bill. It would 
under the Social Security Act require States t<f provide women 
access to their obstetric medical records and current information 
on obstetrical procedures. For example any health care practitioner 
or provider of services to a woman during pregnancy would be 
required to inform the woman: 

Before performing the procedure or administering the drug or device of the side 
effect risks, contraindications and effectiveness with respect to the health of the 
woman and of her prospective children of the procedure of not performing the 
procedure or administering the drug or device and of performing other medically 
recognized procedures - J 

In other f *fOfds alternatives instead of the procedure, drug or 
device, involve*!? And after being so informed would be "required to 
receive the consent of the patient to the performance of the proce- . 

d u re o Tha l the first * ection - The second section would amend 
the Federal Food and Drug and Cosmetic Act by requiring the 
dissemination ofmformation on the effects and risks of drugs and 
devices on the health of women who are pregnant and in labor and 
of prospective and developing children. Again to quote from the 
bill, explanation would have to meet guidelines established by 'he 
Secretary would have to include an explanation of: 

THe side effects, risks, contraindications and effectiveness of the drug or device on 
the health of women during pregnancy and parturation and on the hpalth of 
prospective and developing children 

The remaining section would call for a study by the Secretary of 
Health and Human Services on- the delayed long-term effect on 
child development of obstetrical drugs and procedures administered 
to or used by wome/i who are pregnant or in labor. Let me quote 
.from the bill again: 

The study would need to determine long-term side effects, risks, contraindications 
and effectiveness of the use of obstetrical q>ugs. devices and procedures with respect 
to material health and child development including child development through the 
age of seven years The study shall be developed and earned but in consultation 
with behavioral psychologists, pediatric neurologists, obstetricians and other appro- 
priate professionals and knowledge and consumer representatives whose expertise 
would enhance the conduct of the study 

Again I want to say that we owe a great debt of gratitude to Mrs 
Haire for the development of this legislation and I hope that with 
these hearings of yours calling attention to the dangers here— and 
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I am not going Tb go into that in further detail at this time because 
I know that Mrs, Haire has covered Ikai' and probably pther wit- 
nesses will— I hope that this $6mmittee* will be able to encourage 
the passage of legislation not necessarily my bill but something 
along these lines. Thank you very much, Mr, Chairman, 

[The prepared statement of Representative Jonathan Bingham 
follows:] ^ " ^% 



131 

9 



131 



TESTIMONY OF 



•v. 



HONORABL^JOHATHAN BINGHAM v / j 

before the 

SUBCOMMITTEE ON INVESTIGATIONS AND OVERSIGHT 
of the 

H04JSE COMMITTEE ON SCIENCE AND TECHNOLOGY 
JULY 30, 1981 

Mr. Chairman 1 , Members of the Subcommittee: Thank you for the opportunity 
to appear ^before you today., 

The effect of prescription drugs on the fetus during pregnancy and 

labor is something I Havje been concerned about for some time. The possible 

ill effects of these drugs was first brought to my attention by a 

constituent of mine named Estelle Cohen. Thirty years ago this month Mrs. • 

Cohen's son Ben was bom early because she was given an injection of the 

hormone drug, Pitocin, which artificially starts labor. Labor-stimulating 

drugs such as Pitocin may cause brain damage in infants by sparking longer 

andmore frequent uterine contractions, thus decreasing the ability of 

the fetus to restore it*n~stipg>ly of needed oxygen. If the fetus is deprived 

of oxygen long enough, brain damage can result . Severe contractions may 

al'so ^result in brain damage to the Infant by causing cerebral hemorrhage 
* 

in «the fetus, Mrs. Cohen had not sought this early hirth, Ben was born 
with brain daaage, and Mrs, Cohen is reminded every day of the" hazardous 
effects of the use of Pitocin, • 
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With your permission, I am submitting for the record a copy of an 
article which appeared in the Sept. 14, 1978 issue of the Co-Op City 
News, published in ay Congressional tfistrict, ab >ut Mrs. Cohen's 
experience. I hope each of you will read this tragic and moving story. 
One cannot help but wonder how many other Ben's there are. 

In response to Mrs. Cohen's 'experience, and working w_ith her and Mrs. 
Itoris Haire, who will testify here today, I introduced "The Obstetric 
Care Information Act" in the last Congress. I Introduced it again in 
this Congress and to date have 34 cosponsors. 

This bill is an outgrowth of a New York State law, originally sponsored 
by New York State Senator Abraham Bernstein, which requires that physicians 
or nurse-n id wives warn expectant mothers of possible harmful effects of 
obstetric drugs on the mothers and their babies. 

My bill would do three things: 

1. i$ would require States to provide women access to their obstetric 
medical records and current information on obstetrical procedures; 
2. ,it would require the dissemination of information on the effects 
and risks of drugs and devices on the health of women who are 
pregnant or in labor and of prospective and developing children; and 
3. It would provide for a »tudy on the delayed long-term effect on 
child development of obstetrical drugs and procedures administered 
to or used by women who are pregnant or in labor. 
I believe that passage of this bill would help to insure that women 
would be able to make more informed decisions about the use of drugs and 
procedures during pregnancy and delivery, and could help prevent injury 
to untold numbers of infants. 




133 



Our experience *ith the adverse effects of obstttrlc-related drugs, 
which often do not become apparent until long after the drugs r «v» »n 
administered to the mothers, has mad • us sore sensitive t,o thr .. e d , 0 . 
legislation which would help prevent these tragic ocuYren f „ 

The pitiful* and devastating e''«»cts of the use by mothers he 
drug diethyl ^ilbestrol - otherwise kner. as 2ZS - on tneir offspring . 
are well known. I have just mentioned the possible effect of Pitocin. 
These are just two examples of the kinds of potentially harmful effects 
the careless, uninformed, or misinformed use of drugs mav hav*. 

The 'act of the matter is that health prof easionals have all too little' 
information on the hazards or potential hazards of the use of obstetric 
drugs and procedures. 

I call your attention to a report Issued by the General Accounting 
Office on Sept. 24. 1979, entitled "Evaluating Benefits and Risks of , 
Obstetric Practice. - More Coordinated federal and Private Efforts are 
Needed". This report confirms that, with few exceptions, drugs and procedures 
employed in obstetric "care have never been properly £valua ted and 
found to be In the best interest of mothers and their babies. 

According to the U.S. Department of Education there are over four 
million children and youth in this country who are afflicted with significant 
mental and neurologic dy nctJon. If four million children ^had cancer 
there would be an uproar, but for some re-.on there seems to be the general 
attitude that nothing can be done to prevent mental or neurological damage, 
and little attention is focused en it. 

It is time to change that. Surely we do not have to sit back and 
let the numbers Increase. Surely we should be more aggressive in our pursuit 



13 



ERJC 



> 



134 



of answers to wmny pressing questions concerning drugs and their effects 
on the fetus. < 

There is so much information that needs tc he developed and so many 
questions that need to be answered. The future of our newborn may be 

» 

inadvertently altered for the worse in ways wt have not yet begun to 
comprehend. Ve must begin to take a systematic look at this area. 

I coaiend the Subcommit tee for holding this hearing, and I urge you 
to hold further hearings and cover more ground so that the effects of both 
drugs and procedures can be investigated. There are so many areas that 
need to be explored. For example, there is an increasing use of caesarean 
t section. Why? Does anyone really know what are the long-term effects 
of routine electronic fetal monitoring 9 And what are the effects of the 
use of medication toVelieve labor pain' The list of questions could go 
on at length. 

Today this Subcommittee will hear from people who are experts in 
areas including ofcstetric, practices, pharmacology and bioethics. I hope 
you will carefully consider what you hear. Doris Haire, who has been trying 
for years to call attention to the need for public discussion o e r hese 
matters, has a message of paramount Importance- 

With your permission 1 would like to submit for the record a copy of 
my bill, along with its eospon^ors, and a brief list of sources of further 
information on the subject of this hearing. . r 

Again, thank yoi* for the opportunity to appear before you today. 
Simply by holding this hearing have made a significant contribution 

to understanding a complex and vitally important area. But 1 hope it is 
only a beginning, for there is so much more that needs to be done- 
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To tfcoapany the testimony of Cong Jonathan Binghaa, j,,ly 30, 1981 . 



Co-Op City Nevs, Sept, U, W78, 



fteereurr Wim Dace rttrooat 
<By Pur** McDonnell) 
, II »*»» » proud Eaiett* Cnften 

left ClhimMi rYeabjrtertan Hospital with • 
- -"*>■*• and aeeaabsyly heallhy anby 
• aynnl HfU before her dwe date 



■Woe*. ttUctt artificially 
start* UW 

Mn Cown hndn t aou«hi the rtrly binh. 
tort Ihc akairtrwiaxt had Inalaled JU»d t ftj 
ured the goner km* best," tiy C*~oc> Car 
reueeat fit^UM 



Her w, Bra. vm korn *lth bnia dun*** 
, Mr* c^WO Behe»«e a eg Brought on 

by the rtJerUaa af the lew Mmwi PKo 
rJn 'wrtehi wxwalf called 



Mn f*Vt, i m hM tone* been fcwrM 
•'Of Nf Ml IftaftUfty to Wed g nwad 
Hfr in<rtwu4itt* *th*n hav* »lf^ t 
krfwiy m«* r* triform the pu b ar about 
lb* dan t rn af rttocM and «Mht^ drug* 
i'vw UoregnaM IMt by piinkllM 

Fteafly wa arpa. | awarly uuawgh Mn. 
Cohen t effort*. ■ new ton betas* ef f«.u*e 
n> ftew Ton Stat* rtejutrvvg that phnl 
r an* ar Dtant j"k1»im* un esprc jp| 
mother* af pu, bit hom/uJ fff^ru'orob 
iirtnr drugt an the hen mo in*!* 
babes 

To* hill aw irremonietulr signed tni* 
2b* bf n*r rim last Tuesday at a *kh 
to* in New Ton aitended by Mn Cohen 
and Bronx State tan Akrahan Bernstein 
the km » aponaor Mn Cohen had fint in 
fotnri ffcn Bf™u,n three 7 ran «f the 
rnltai bant *f ebuetrie druga. 
*muiC4* iBOM 
Dd-h Hair* an ft J* a t af th* Anertran 
rWidttton far Maternal and CftiM Health 
and an outapenen mtfc af many current ob- 
* rtneai practices, catted Mn Cohen on* 
of America 1 he row*, ana natd til* An bilT- 
»<>«ild -dramatically- after the a ay preg, 
r *-f «9tn*A tin f ****** ky doctor* 

B»rj>.jf# Ma* Vara by * misr f»rii<- f tot 
n rd., ml advnttan Mn Mairr aald in an tn 
l*rM*» th* uaaar *««« of lh* n*a taa 
■say aaon to fait tnroaajfWMtt th* Untt*d 
Statea and akraad. 

Mr% Hut* naaad tAat the otm rcfulation 
aw r*ttiiit«B I hat anxvctarM infexto tipn 
iaiu wothrn t*at th* arlayrd 1on« |* rm w* 
tt-n af trrtMM <im** on hunan drttlop- 



,N^«*«atn«dtr l**>a»r and •«« fr^urot 
uxtrhw oaaHra n iaaa. thaw daaaaamc th* 
Mtlnr «f lh* fttaa t* natar* it* aueoir at 
****** «ra*a. U th* faiaa ai d*priml id 
haaj —tafia araio dona** can 

fl» tnm paadjaj rti ajaj atay aaaa rtauit in 
hfmhi idanaa* la Uw awrnm ay e«B«» »r»- 
**aJ haaaatttiadlM k> th* frit* 

Mn Hair* and h*r group Ham aoir that 
th* nrara) fontrartiooa oftan »r*acnf djrtna 
biaWcd law aaaa ft nor* Harlf that 
»o^^l-l am n**d pain allLfta; dr0i*-*hUh 
ean !v"t#t nana tnianu arp'ruaua th*ir 
Mdn.«> aAauty 



an tXAcr trananoa 
AUhoush no prtctac (irurai an arailabt* 
■a fH w rW aa*, lao* ana»f ^abor Mtx-in* 
aVuajiar* aaea\ ft *aj «*thaat*d fei 1*71 that 
UW a aat at t«t alrtha In uw United 
atau* a tdun«-«r actuaHr aunad-ar 
dnipa, aanaJLjr Pitotin. In addtila*. ft vat aa 
Uaaaaad that tn one Ml* at all Mrtha. WW 
ft a ta aaaa aiad or aaardad uo-ky dnata and 
rilorki ft th* otoat a m*»Jj uard Wkor « mu- 
tant. 

Mn Haw* and htt croup nmcrd* that at 
M a ae a Ham ar* ctcaf M*dlcat rtaaona far 
th* aa* of Lk&o, tnduung dntaa, surh aa 
a hao tn* i»oan*r ha« dtaftttaa or VoariBla or 
other <*v>du .xj that auty mult in ih* 
dratft af th* frtua tf th* prrtnanry ft con 
tlma* 

heavdbw laa»r atftattialkn. Mia. Hairdx 
and Mn Carwn point la atmtnps kr manj 1 
*apa*at that ftvW shnaM ka atinulated I 
aad> ache* atertn* eoavtranJone ar* luo *?ak 
ar ftiireqaroa to navtt aa th* normal pro- 
irrMkm ad th* Iftua throoah th* birth 
eanaL bentaaUf •** factor that may 
hamper Ih* Mu* procreation ft th* pm 
*nr* oi paln-r*h**1nf mrdVst, n in the 
ai other 

■artar araana 
Dr CakWy»a harrla. praafdrnt ai Ih* !&■ 
IcnMtMCtal r*d*taUen of Oyn*«a4otteU and 
Okttatrytlan*. ha* aaid mat tf laW «cr* In 
eured and *(.muiatrd only ihmKvu toto- 
totf-lf n*r*a*«r* thea* pracicaa arould ka 
turd aa only a awl the** percent of a4 0 aV 
biftha-taotaad al th* atumaied W peroral 
at th* Mrtha that aaajr now anor^aaatectir* 
Indvctaw and drvaaatlattilaM fthaW 

Thea* praeoduraa an ward ao often. Dr 
Caldyrav ft a rc ft »aa auotod a* aartng en 
April ft, UTt, "Bocaua* Urn doctor a an (a to 
flnfth earlier a* he ou da aeaaetfUnd «la* or 
kecauaa a* oanU to aa avay far th* ***k 
•nd-aB at tha laatna* af the fatwa." 
Aa adftirfc B ka th* proatar»»yi ftrttUh 
, The laaaal aaa atae la 

1*74. m 
af aacaal • 



Wh*« Mrt( 
fcrnng orfth th* * 
» aa upon and frtchieaoal- 

1 had a feeftnt Uaanef vaj aoaarthlof 



hart fraaa her That ft* *aa a roararrh ah- 
•Utrtctaa and he vat it*** *ap*run*nund 
*tth a nr* a i rt h od of aaaaUraot*rtnd th* 



Maaae ftr a aftatatnt ear*, 
Tha aaathart ftauaap the ealft of th* akaio- 
titrtaaia arlrw pracUco. aiuet not InAu- 
rnea. tar th* aafca wt eoaa a f*» daja. aa 4 
•veni which far Ih* child n, affect th* 
■urnaaaa af ft* wtUr* Mia" 

t» a roaoaft Intorrlr* aaa th* Neon. Mn 
Cahaav ana arartu far okatrirtaal rtfom 
*Hh an t a n a t nrifioua fervor recalled ih* 
ktrth mt ftar ahnannat aao. aVn. and tha 
aa k aed — ajt *»«nu that raaurted aa bar wr 



On Mr >a I ML ah* aaya. an* went for a 
milk* rtaft" In her akautrtraan at Coloaa. 
Ma r>oa » * i *rkaa Medical Center R to etui 
aeterai week* hoforr ah* ana due 10 p*** 
kirth. 

The aVartor to arhom the had been re> 
f*rr*d ky her regular akurTkaa aha v«g 
an r"dtlMi hVoraned her that ah* should 
return ka tn* dajn and hate labor to 
dorod,** 

1 dMnl nea k'^a ehat Irductiori nvrant 
at thai point, " aart Mn Cohen a round 
faoad. broomeird iwnui a ho u n^v it 

t vaant tp any hurr* t* ha\» lh» baby I 
mm hnaotl«nt 8001* tomv. tl.rT 
ftel rery nnooattortable at thai itage of 
»r tenancy and t^ey »ar' rrtir labor Ln b«, 
toned axttfiriail* 1 dor 1 aaiml «*t. jg 
Wnltl toy Uanr uunf There aesf t'a 
♦trigif ticn *f irtarlnrnt labor 

Mi Cohen a^-eady ha-* on* km-i ho Is 
now a 7*>*ar«td Orrin^r-- .i«rr riecu 
U\e and thai birth had t^.t »w«iih'j 



The doctor aaid I aylght hart the baby en 
the HrerA ate aaa*d amy htuband U h* 
• anted hft Ml* tn hav* her baby on the 
•treat? . ate MM aay kaanhand and (ajntar- 



Mn Cohen then rand* th* decnion lhal 
ha* haunted hay U» reat of her Uf * th* 
agreed to here h 



laAen far^rantad thai wftnt 1 
r aafi anna ka Mat right Uaftag Wt wen 

*T*ng ~ 

On July II 1M1 Mn Ohen mn ahe en 
teeed Columbia ftaobjinrkan and the «at 
jr by an aaxiau 



a injorwyed. wag 



gi- en the niacin enumtrt 
ant Rer okatetrtrta*. ah* on 
busy Kl'tt another painoA. 

*or a hmg tme after tha tojetlicaa, ah* 
Mya. (hen am anly fain* oamrar' 4 ong 1 

•ut enddeniy | hod a eoMractten pavn- 
tvi and luatnlned ft a at oacavtewly differ 
•at fnaa ray fkrat btrth i pipetted patn but 
not that , I wa* aaar t nwd that 1 4 neyer 
tea** that hoapftaJ aim.-* 

LMiaa naoenat. 

*at her kaaartffad kaby fftea «aa bora, 
nclgnfttf a haplthy au penndt lea ounrm 
Pie* day avhtr. Mn. Cohen left Coluaiota 
rreakyiertnn anft ftar aaeaaingiy beautf 
fuT ehftn 

Mara Ben oat an* year aid hoaetar the 
began la aothw thai aoaa*tittn« a a* arrnnj 



naa durkag that tana after tha **r 
ahea yvcrybady aaa harkras kaMaa," aart 
Mm cane*, aha thea land at Waahhayiaa 



■thJMa, 
"Wt d a 



Ft d aft aaeet ka tha aagft. and Bon «aa 

afferent froat ai) tha ether children. Than 
aen am a* two retarded Uda 1 Sat then 
wtrent any «thrr edUldnn lake Ken." 

Deoon tow Mia. Cohen they wen kal> 
red ky Be* * ptokaeta, and they could thai 
an physiological daaitg* 

Aa fan grew aaaor ha aaa dirrkruluoi re 
Utlnd U other chOdrwa. 

Pan bwaaBWaT 
■ fiery day there aaaM hav* brve 7k kida 
Haying on i7*u» fhnet near our houaa- 
Mn. Cohen recalls, ftul ften >uOt couhhil 
ateai to undrmand how to play t* the 
other chiiareo, and u aw older eon M was 
easy to team lhat when yew hit the bail you 
• en rup^ord to run to ftrat bant But 
*hrn Ben hit the bail hod run the other 
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■t f aod »t *i* « « n*i H ai l * 

ivrnt jm- fcorarltnM* i> w< at hi* 



% t .-w « m a-vothet abaUcl* ftf» Be*. 
M* d tat la g* ic tlaabprgarte*. 1 
htd lg d «| r.ijr tHrt *f be* crery "Wm 
and dj-rt* turn front arrauh. At find, t tt«s 
had 10 ca/ry lw ihm It i» » > * d *aful » 
n*h« carrying • fmI MiNu at****. ' 

Ben apenl hat enure tint ••** of am tor 
ianr-> inWniMNlDtDMf'rtf* 
>m to tarurtaa" amy* Cadjean. 

la tl-aaw«ary arhanJ M WuMnftw 
H, r hu the Hiv h* *** Ua* af th* 
mm (mm !■ th* ctaa*. ' *b MM 
k» -it prebleau «rr« t aaeertaua kg Mi hy 

pcractrrtly 
I'Ttptf lurtr. 

pate'l'J tnd athe/ »**!** at hW d 
A > Victor* cf ill butsted ttMft tH M P*T*- 
<k.nM< Mrs. C*A*n N« W 
M»m» hcrwll for h*r IDA • allaienta 

Every day 1 wM la aa* >/fi WhM 

gbj I to ta that poor boy I* bring Ihb Ml*" I 
(fit very luMy ' * 

Ttmrm later Mr> Cohen I T jcR iroa f*- 
piared by rat* ahen the e*:ianed imi af 
an official Columbia Preaoyvrriab Medical 
Center report, toted Dae. *. IfM ahtch 
nnr'udrd that her then four yea/ aid Mfl 
:nay have untamed tomato t* hb centra} 
nmcua oitm iHhough the moth** vat 
h» >*i infaraved Of UU* fbCl 

aa i apra»n«au 

ti MMralXr **ra Cohen thine* b aavr have 
been ea*>er far her if Ben s#-tr bar* coat 
ateiely retarded Life mould ha** bera 
■*ore predn table If he arrv retarded Aa It 
au Ine only Ihine that wa* pcid h tabat 
•t«. it Brn «aa that he aaa unpndnttbl* " 
* Kuih inpivtouaUily aa* Illustrated by 
hu frequent auddrt outburst* of toaaper aa 
*»U at by I he uccaateoal goad aurta be re 
ee>ted la at no*). eapecitHj «» arseno* 

rwvtliy a hen Bert » at • Mu dtagnoaed 
that he had suffered train ton*** *r°*> 
atty at b>nn Ben • particular ailment aw 
hi* era** al tan* and tpac* a* a*U a* 
■aadtitg tt «kffk>utt (*r h»ra to irat. eartrrpta 
u<t think aaftrirtty 



Ban ■ 0nbtrm. ahjch u*i4 to ae referred 
to at mititjosJ brain drsfunrtKxv b noaa 
tovt frouoed undet the eatxh ail chfiar of 

inminf tbeabi it* Sara* it mttlion thti 
Jr»n U) thr I m««d fft *te> thwuht w e* 
■uiferm* learrunf diMbtUtia* <4 ataae 
rxirfli. Ttaay af ibecs Bora tubtW tha» 
Brha. 

Ai« hoimh Oiere b Utile defLnl' iv*- wwl 
Mri C-fwn and othen rontrnd t' at tXIXT 
tar>t mMhert ajcr^as n* r»M»"^ on AniCI 
bu tortnbuted to the po*T«ar r«t>(o*K>n of 
r*i])dr>n aitb >»«rr tn* dtaabCilte* 

T*ir learning prooiemi are tvnrraJly 
Ihouf ht la be broucht on by brain AyVuht 
vhtrb eiperu believe can be cauaed 
by u»ni other facton. poor diet, itnjury 
or Uln-eea at the •tether d>irint prvanancy 
•no inadatruate Kara** dunm Mrlh-anwh 
can ae an e'tact of ibftneeataarOy uard obat*- 
inf amea 

Con«eq><ently Mra Cohrn beltevea her 
mnad* acalnit the libera; uae of ubatetrical 
y *\ haa ranbfirationa fa/ heyend her sen 
pwir-aJ rauae 

We rr p»rt of an pnornvoui problna," the 
■ays Vte ion I even know hoi n<a*w kid* 
are » »;k ( tnvind «1th dajn*fed brijiia 
bn.uin pi) b) thaa* drufa ti ' er^f to 
lee t j , f-blrai fen ta> Ben, bi** hoa many 



a critic awd by 
i that Dint oa 



laAher «I 
Mlractatt* . 



Other ki<a> are faing araaM att» atucb 
nvart twwtte toraad* brcauac af the drucaf 
wk»i ricM ha* <- »t va rrdtK* aomeonr • bv 
uititf ure bi evca om tola by tmna thee* 
drufl» 

oTOJunmata 

Bealde* th* toi — f done by aerdkai lara 
•iven ta oiotr.rra durtr« chltdWlh. Mm. 
Cohen ' n that febnanailKiaa have raauK- 
ed Vn children ahen MfjactaM avetaer* tank 
other druft, each as IXKhyrt llbeatrd 
tDBtti ahfch an pr tatf lbti to prevent ato- 
ea, t»*ra and T^alMaeald*. a Irania n B a r 

tn tdc - fon. lira. Cohen eaya th* aorepted 
obetrtrwaJ ,-.*rtk» In th* Onitad ■tat** af 
keeptnr - -«*n lyinc aa their barb* durbtg 
labor and dtthrry haa been < 
taany eap*rta,*hd taaantaln t 
one ■ aede aMiaaf or aaaatunj) during chil- 
buth b tieaithier far aatb tba OMther and 
in* frtua • 

But before Mra Cohan ever brjMM a* are 
ai theae buier baoaa, Mr eon o tM oA*d aev 
era) ditUreot athooat. until hja hnabtUty ta 
adjutt p?ve toded ber t* wltbdne* him front 
Oeorca V, uhmi'on H«h fkhaea anil* b« 
* aa fen tmlh ffreto 

Three yea;* earlier In Stdd, Mr*. Cohan 
read a inacaunr arude ee-Utled Bah*** by 
/■totiiaaaeattr ahich Mm led her (o n» 
pen that ah* had boon a guinea ptg" for a 
racearrh obatetiirian, 

uviti cnniaorsnaiai, 

The art trie etatrd that yttacbv tfic drug 
Mm Cc * i bad been green in kafun* tabar, 
had ala*ys be«a control ei a leJ not tban- 
lutriy safe and rawUna, - aa an* gay* tn* 
doctor aaaur *d ber Th* arUri* l«j 
plained ho*) the proktoga 
aroufbt on by fiioctn atty 
U.r biood ve*K b af the placenta, thud to- 
prutng th* frtu* of o«v|*r>«a*ryiag biaad 
for lung* period* t'lan »nh baloarf labor 

tin Cohen *aa autraaed. 

In lertnw.y p*e*rDt*d laat y*a/ to th* 
Ob-irirk* and Oj-neooiogy CaauUtwe af 
It r rw«d and Drug A4*ninavtr*0on. Mr*. 
Co^>en rr aled her reaction ta lhj> p** 
Inw4 ui/orraatlon n '<eg»n <♦ art many 
tueat oru% 1 be t *n to euapact that a fnght- 
eiwt n uatuw eafVed tn pbatrUtca. that 
people t» r \m auppoaed to be protect laf 
Ihr m<W- ' ot«r children arre n 
of a hat loptrtf tn oir a hool popu- 



ln !«•€" Mrt d,!<n »JJ-tcJ thr pror*sa at 
f <ng a ir auit tyiJtiaX Columbia 

•*f« , -)iati*' M^'aJObirr and th* wata 
tn *n*f,od> i rTfi heraon 

In Or* bet 117? a* rury aa Manhaltan 
State 6j?rrT» Conn ruird that there aa* 
no rrilp-*C'K* 

Snoilt tn »ff tr» verdict, Mrs Cohen 
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Sources of further information on the subject of obstetric drugs and 
procedures, to accompany ^he testimony of Cong. Jonathan Bingham, July 30, 1981, 



"Obstetrical Practices in the United States, 1978", hearings before the 
Subcossiittee on Health and Sc lent if U. Research of the Cc-riittee on Human 
Resources, United States Senate, April 17, 1978 # 

"Evaluating Benefit*, a.id Risks of Obstetric Practices - "ore Coordinated 
Federal an^ Private fMoft', NLtded", General Afcotmti'g Offue, HRD-/9-85, 
Stpttmbe'r 24, 1979. 

"A Review of Research Literature and Federal InvoWiamt minting to Sele*cte,d 
Obstetric Practices", Uneral Accounting Office, HRD-?9-8^A. September 24, 1979. 

"Better Management aid More Ft-sovrres K«.eded to Sin n> then r eJeral Ff forts ^ 
to Improve Pregnane/ Outcome", General Accounting Office, HRP-80-24, 
January 2t t 1^80. 

"Costs and Benefits of Electronic Fetal Monitoring A Reviev, of the Literature"; 
National Center for Health Services Research, U S, Pepartr.ent of Health, 
Education and Welfare, Public Health Service. 

"An Evaluation of Cacartan Section lit the t'nit^d SLates°, I'.S Departnf&Dt 
of Health, ^ducat ion and Welfare, J,.ne 1979 y*\ 

\ 1- 

Mr. Gore. Thank you very much and thanks for your work in 
this area. I look forward to working with you. I was just talking 
wither. Crumbly, my staff director, about working with your staff 
on this legislation. Perhaps we can make some progress with it at 
the Energy and Commerce Committee and I look forward to work- 
ing with you. 

Mr. Bingham. Thank you very much. 

Mr. Gore. Mr. Shamansky. 

I know you have another hearing going on so I would suggest if 
you have questions for Congressman Bingham that we take thosfc 

yfAr. Shamansky. Congressman Bingham, have you had any 
response yet from the FDA or the pharmaceutical industry or 
organized medicine with respect to your goals? 

Mr. Bingham. Not any significant response. 

Mr. Shamansky. You have just not heard from them. 

Mr. Bingham. That is right. . 

Mr. Shamansky. Based on your previous experience do you have 
any expectation of hearing from them? 

Jr. Bingham. No. I think both the industry and the profession- 
als in this field and the Government agencies need the kind of 
stimulation that this hearing should providp. I do not think they 
have paid enough attention tu this problem. 

Mr. Shamansky. Do you consider this to be just a matter of 
neglect? 

Mr. Bingham. Perhaps Mrs. Haire WDuld know better than I 
what the motivation is. Whether it is their concern with other 
problems. It just has been difficult to get them to focus on this 
problem. 

Mr. Shamansky. Have you asked FDA directly yourself? 
Mr. Bingham. Yes, we have. 

Mr Shamansky. How would you characterize the response? 
Mr. Bingham. We h£ve not really had any satisfactory answer 
from them. 
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Mr. Shamansky. Thank you, Mr. Bingham. [ 
, ^ Mr. Gore. Thank you very much. Mrs. Haire I see on your list of 
drugs commonly used in obstetrics on page three Scopalamine. I5 
* * that still used? 

Ms. Haire. Obstetricians will usually tell you that the drug is no 
longer used, but hurses tell me, definitely, that it is being used. It 
* is something I think most hospitals are ashamed of, but, neverthe- 
less, Scopalamine is being used. 

Mr. Gore. When my wife and I attended to the birth of oiy first 
child we went* through the American Society of Psychoprophylaxis 
and Obstetrics, or La Maze classes, and the effects of that medica- 
tion were described as being N the woniqn continues to experience 
jthe pain but her memory of ulTobliterated afterwards. She is so 
^completely disoriented and so forth she cannot recall the pain. Is 
that a fair description of the bizarre effect of that drug? 

Ms. Haire. That is the "desirable">flect. 

Mr. Gore. That is what they want to happen. 

Ms. HAire. I think it is tragic that many WQmen miss the most 
ego-building experience a woman could possibly have. The sad 
thing is that many women must be treated by a psychotherapist 
after being administered Scopalamine during childbirth— because 
the drug tends to cause nightmarish effects when tHe mother re- 
flects on, her obstetric experience. For some, .women there is just 
enough recall to produce psychological problems. There are now 
psychotherapists in New York who deal Only with wdmen who 
been traumatized by their childbirth experience. 

Mr. Gore. When did you first begin to worjc with FDA on these 
issues? 

Ms. Haire. In 1969. Each year I have become more organized in 
my efforts. In 1973 we hired a law firm, whose particular expertise 
is the deciphering of Federal regulations, to examine those Federal 
regulations which govern the FuA, We learned from the brief they 
prepared for us that the vast ^-\iority of the recommendations we 
proposed to improve the FDA s evaluation and regulation of obster- 
tric-r£lated drugs could be accomplished by the FDA without any 
additional legislation. That brief was the baisis far my first formal 
presentation to the FDA in 1973. 

Mr. Gore. 1969. 

Ms. Haire. 1973. However, there was communication before that, 
time. ' 

■ Mr. Gore. Let me recognize my colleague again, Mr. Shamansky. 

Mr. Shamansky. It is very difficult ftr me to address you as Mrs. ' 
Haire, so I will just say Doris. After 34-years that is the way it is 
going to be today. Doris, on page 6 of yoiir testimony you criticize 
physicians' for continuing to prescribe arug^tfithout advising them 
that the drugs have not been subjected to what you consider to be 
proper studies. In your view what are the reasons foe the physi- 
cians' reluctance, and do you consider any* of these reasons to be 
4 valid? ' 

Ms. Haire. The Women's Health Movfetnent feels that some of 
this is due to the paternal feelings of some male physicians who 
genuinely care for women. Many say they do not want to bother 
women with all the unpleasant possibilities. But one of. the obstetri-* 
cians who has guided me greatly said: / 

\ \ 
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You nev€*r get obstetricians tp admit that the drugs we have been giving 
regnant women are harmful, because all of us .know that we have given drugs that 
ave subsequently damaged mothers and babies The possibility of a lawsuit is 
always there. 

I would love to c#ll a mcitafcdriurn.and say, "All of you obstetri- 
cians out there who are feeling badly about what you havp done, 
we forgive you. Let's start over again."' Obstetricians who did not 
know yesterday that the drugs they were giving /fibre potentially 
harmful ta the fetal brain cannot «*ay that tomorrow. I hope jthere 
isjbroad media, coverage of this hearing* so the information dis- 
cussed will b^como. public knowledge. 

Mr. Shamansky. Since you did mention that tt what is the product, 
liability expenenfc^and cio we have a recqrd of it? The lawyer in 
me makes me aslc^wii^t about medical malpractice suits here. 

Ms. Haire. Only the most horrendous cases ever get to court. 

Mr. Shamansky. Is it the thrust of your approach here that you 
realize that there may be some risk inherent in any drug for some 
paiients, l)ut tha.t you are seeking information sq»that there will be 
informed consent? > 

Ms. Haire. The woman has a right to know the risks to herself 
and to her baby inherent in the use of obstetric drugs. One of the 
risks is the uncertainty about the drug's long-term effects on the 
neurological development of her child. A woman has a right to 
know that.. The physician has an obligation to so inform her. I 
cannot see why companies are so reluctant to provide pregnant 
women with information regarding the risks inherent in the use of 
obstetric drugs. An honest. discussion of the risks would protect the 
manufacturer of the drug, the doctor, the hospital, and, Certainly, 
the mother. 

Mr. Shamansky. Let me proceed in this idea of quantification. 
Are thenfc any circumsfances in your mind that would make it 
reasonable and proper for a physician not to inform a patient of 
something if the degree of risk is so remote as not to be mathemat- 
ically significant or do you 'ever agree there is such a circum- 
stance? 

Ms Haire I happen to feel all of the possibilities should be 
discussed. 

Mr. Shamansky. Do vou think the person who is receiving the 
information is qualified to respond to it because he or she is & 
layperson 9 

Ms. Haire. Lasagna carried out a study in which, asked a large 
group of lay people if they would want to know if there were an 
indication of a serious adverse effect in 1 out of every 100,000 cases. 
The vast majority of those people said "yes," If there were an 
indication of a serious adverse effect in 1 out of every 5(>,000 
cases— maybe even 100,000V I would want to know. I probably 
would take the drug because those are pretty good odds However, 
to give my informed consent I would need to know the odds, 

Mr. Shamansky Did that study follow up and say what the 
response to that information was? In other words, you told the 
person 1 in 100,000 What was the response? I will take it or not 
take it 

' Ms Haire. That was not in the study I do not think we are 
going to st6p taking drugs because we know, there are unanswe^d 
questions about the latent effects of drujjs 
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Mr. Shamansky. Doris? you made a statement on page 23 to the 
feffect that Tout of 10 children has some kind of impairment. Are 
you convinced that a high proportion or a low proportion is the 
result of administering drugs during pregnancy or during the deliv- 
ery? 

Ms. Haire I cannot give you specific quantify. I feel a significant 
proportion of these children are the result of obsttlric medication 
given, with the best of intentions, to women during labor. Whether 
the drug, in itself, does the harm or whether it works synergistical- 
ly with other obstetric stresses would have to be evaluated, but 
there is no doubt in my mind that a large "proportion of the 
learning disabled and brain-injured children in the United States 
are the result of obstetric drugs 

Mr. Gore. The best statistical evidence we have been able to 
gather in preparation for the hearing indicates an enormous 
amount of uncertainty on this question. The low ends of the rarig£ 
of estimates is that 3 to 5 percent of the birth defects are caused by 
drugs but 75 percent of the birth defects have unknown causes, so 
you have a range beginning with 3 to o percent and possibly 
extending a long distance into the 75 percentile. There are disputes 
about how much of that 75 percentile might be related to this 
category Thank you for yielding ' " 

Mr. Shamansky. I would like to pursue this question of the 
laissez-faire attitude which you characterize the FDA- as exhibiting 
with respect to' powerful narcotics like analgesics, Nubain and 
Stadol as safe for use in obstetrics without first presenting evidence 
of safety to FDA's Fertility and Maternal Health Drugs Advisory 
Committee. Is this committee merely selectively used 9 Is it consist- 
ently used 9 Are there guidelines for using it and why would it not 
be referred to? f 

Ms. Haire. Those questions, I think, should be addressed to 
Commissioner Hayes because I have asked them of various FDA 
officials and have not been given a satisfactory answer. First, we 
have asked that a Perinatal Drug Advisory Committee be estab- 
lished. We have asked this repeatedly because none of the FDA 
advisory committees has the appropriate interdisciplinary makeup 
to properly evaluate the effects of obstetric drugs on the offspring. 
The Fertility and Maternal Health Drug Advisory Committee is 
made up essentially of obstetricians. There is a statistician and a 
pediatrician who comes intermittently, but you canftot expect ob- 
stetricians to have a completely unbiased view about the drugs that 
they have been administering to women for years The same is true 
of the Anesthetic and Life Support Committee which is comprised 
at anesthesiologists and anesthetists. I/do not think they can be 
expected to be completely, objective about the risks of epidural 
anesthesia , ' 

Mr Shamansky. The lawyer jn me keeps popping out. With 
respect to the standards for establishing a committee setting for 
the criteria by which it will be used, are you saying that there is 
simply no explanation of when this committee is used or not used? 
It is just however it happen* to happen 9 

Ms. Haire. No explanation was given to me bv the FDA 

Mr Shamansky But you did inqUire 9 

Ms. Haire. Yes, I did inquire 
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Mr. Shamansk*. With John at your right hand there I am sure 
that that baSe would have been touched. But again I am respond- * 
ing to the idea that either you use something \vith' consistency or 
you do not, but as far as you can see that information is not 
available. ^ * , 

Ms. Haire. A few days ago*I*called the FDA, because tl^ere are 
officers of FDA th^t I have found to be extremely cooperative. I 
asked this particular FDA officer when the drug Nubain was ap- 
proved. I could not get any information. I was told the only way I 
would get information of that sort was through the Freedom of 
Information Act. I said I rather dislike having to use the Freedom 
of Information Act because it makes me feel as if the FDA and I 
are on opposite sides of the issue. Again I have tried to work with 
the FDA. What I was asking was if the type of limited information 
that was obtained for Stadol was the same type of information that [ 
they obtained on the drug Nubain. 

Mr. Shamansky. Whatever it isr it is basically an ad hoc sort of 
thing. You either get cooperation from somebody but not coopera- 
tion from somebody else. 

Ms. Haire. Right. 

Mr Shamansky. You could not rely on a systematic response 
according to standard policy available to everybody. 
Ms. Haire. Right. 

Mr. Shamansky. Would you be kind enough to refer to page 17 
of your prepared testimony. I need some help with.respect to the 
second incident. What basically is the problem there? I find that I 
am confused. 

Ms. Haire. Regarding FDA officers? ' 

Mr. Shamansky Yes. You had three recent events. The 
second ^ 

Ms. Haire. First, there are a great many drugs used in obstetrics 
which have never been approved by the FDA for that use. Of all 
the people in the FDA I can get the straightest answers from Dr. 
Martha Freeman I asked Dr. Freeman what co/istitutes an FDA 
approved drug. She told me that only those uses mentioned in the 
"Indications" section of the drug's package insert were approved 
uses of drug. m * 

Mr. Gore. The significance of that is that there are other 
sections of the label which imply that it has been looked at for use 
in pregnancy and been approved for that purpose, but that implica- 
tion is completely misleading if it doe^nqt appear in the specific 
part of the label with the heading 'Indications. 

Ms. Haire. That is correct. My husband's eagerness to answer 
the question is because, ^preparation for this hearing,, he read the * 
package inserts of about 55 obstetric-related drugs. So he is very 
familiar with the language in the package inserts. The usual 
answer most health professionals give is, if the package insert 
discusses the use of the drug in pregnancy or obstetri<* then that is 
an indication that the drug has been approved by FDA for such 
use. In fact, one of the FDA officers I lalked with told me that I 
would .not find mention of the drugs u4e in obstetrics in a package 
insert without also finding that use mWioned in the Indications 
section. That is absolutely wrong * ~ 

Mr Gore. Ms. Haire, did you want to add somefhingUo that 9 
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Ms. Haire. No. ; 

Mr. Shamansky. You say that there is no list of drugs approved 
by the FDA as safe for use in pregnancy and obstetric and there is 
no system for retrieving such information from its records? 

Ms. Haire. That is what I was told by the 'Consumer Safety 
Officer who answered the inquiry I had addressed to Dr. Crout, 
Director of the Bureau of Drugs. 

Mr. Shamansky. Have you had any responses or ba^e yduinade 
any inquiries of the medical schools? I know you are a frieift &nd 
admirer of Dr. Emanuel Friedman of Harvard Medical School^-and 
you have contact with people like that. What is the respons^ of 
those physicians, who I am assuming would be— shall we say- 
more free of whatever considerations that the average obstetrician 
or pediatrician might feel he or she was subjected to. 

Ms. Haire. Again I think you have the same pressures on all 
obstetricians, not to discuss the relative risks with their patients, 
particularly physicians who work in medical schools. There is no 
doubt in my mind that in many cases drugs are given to women by 
individuals in training in cases where, with a little effort, the use 
of the drug could have been avoided. 

Mr. Gore. I find it absolutely incredible that they do -not have 
any system for retrieving that information. We have checked and 
c that apparently is the case. It would &eem to indicate that there is 
just a blind spot where fetuses are concerned, even wanted fetuses, 
and they are just not protected in the way that adult Americans 
are protected. There' is a blind spot You have really hit upon a 
major problem. We^ave a vote on thejloor and let me say to our 
other witnesses who are scheduled. We are going to move this 
hearing along even if it means foregoing some of the questions that 
we really want to ask Ms. Haire. We will recess tor just about 8 
mirtutes and then we will come back aqd finish up our questions 
and move onto the next witness. 

[Brief recess.] 

Mr. Gore. The subcommittee will come back to order. On page 8 
or 8V2 of your prepared testimony,' you note that the warnings 
about one of the commonly used drugs in labor is placed way down 
in the label for the physician, in the "Allergic Reaction" section. 
You called th^t> to the attention of the FDA and noted th£t it 
seemed inappropriate treatment ofgj^dy*erious warning. Yet they 
have done nothing about it. When* dm you bring that to their 
attention? 1 j| 

Ms.,Haire. I would have to check. I have submitted as part of my 
testimony my presentation to the Anesthetic and Life Support 
• Dfug Committee and I believe it is in there. 

Mr. Gore. We do not have that but you can supply that for the 
record if you wish. 

Ms. Haire. It has been several years. 

Mr. Gore. What is your reaction to those who sa> that a warning 
to mothers can sometimes lead them to decide not to accept medi- 
cation even when the doctor is convinced that that is an irrational 
choice on her part and that the doctor ought to have the right to 
produce what he or she believes is a more rational decision on the 
part of the patient by selectively denying information to the pa- 
tient which might produce what seems to be an irrational decision. 
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Ms. HairS. I have had molhefs informed kindly and unkindly. 
There are all sorts of ways of presenting this type of information to 
women. I have never suggested that an honest package insert be 
the only exchange 6f information between the physician and the 
patient If the package insert were truly honest and prej- *ed to 
the woman sometime during her pregnancy there would be ample 
time ibr her to question her obstetrician ^nd discuss h^r tfbncerns. 

I am fascinated .that everyone thinks clin|c mothers are unable 
to understand information regarding their obstetric care. I write a 
lot of material for the third grade reading level. I find you can 
explain a lot of technical infor/nation in very 'simple language. 1 
would be happy to work with any company that would like to 
develop a package insert for their product that would also discuss 
the risks discussed in the scientific literature. We keep a close 
watch on the scientific literature. While the information is *fcry 
technical in the journals it can be explained in relatively- sifhple 
ways. I think yop would find many women would continue to take 
the drugs. But many women would not, and that is the important 
thing. 

Mr. Gore. At some point the approach of denying them 
informatiowi for their own good just conflicts with the basic rights 
of a citizen fk\ this country. That is the philosophy we have always 
used in thid country, that people are capable of making rational 
decisions on' their own and if you give them the information in the 
long run it will work out for the1)est That philosophy it seems to 
nye ought to be used in this case as well. Maybe I am wrong but it 
certain ly^seem^ that way 

Ms. Haire. There are probably more women and their children 
damaged by taking the drugs than women and their children who 
were damaged because they did not take them. 

Mr. Gore You indicate that some labels— reading frontpage 14 
of your testimony— that some labels say "Safe use in pregnant 
women other than in labor has not been established." On other 
occasions language is used such as "this does not -exclude use in 
obstetrics " A layperson would read that and conclude well they 
looked at the nee in labor and obstetrics and they decide it v is 
clearly all right, most mothers think that well, it is so near to the » 
birth it does not have time to get into the fetus for any length of 
time. A woman may coifclude that the drug is probably OK in 
labor and obstetrics, but that conclusion is just wrong, is it not? 

Ms. Haire. It is "weasel wording." That is ? former ,FDA com- 
missioners term for that type of wording. * 

Mr. Gorb I would use stronger language and ju& say that the 
implication is absolutely false, except I know the word "spfe" is not 
defined by the FDA in the same way as it is defined in the diction- 
ary It is defined in terms of risks and benefits and what they are 
really say in," there is that obstetricians use these drugs in labor so 
frequently taat people are convinced that the benefits are enor- 
mous in obstetrics. Since we know so little about'the drug effects, it 
is probably right to conclude that people believe that when there 
are enormous benefits reported by obstetricians and a lot, of uncer- 
tainty about the undesired effects, it sounds like thedrugs are safe. 
Thar is really what people are saying, is it not? 

Ms Hairk Yes 
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Mr. Gore. But it may or may not be true. 

Ms. Haire. The FDA seems to think it cao determine benefit/ 
risk factors. There is no way that the FDA can determine what 
risk I am willing to take for the benefits I wish tQ receive. Rather 
than use the word "safe" 1 would much prefer to see PDA use the. 
term "relative risk" or relative safety The former legal counsel for 
FDA, Bill Vodra suggested that the FDA use the word "risk," 
rather than safety. 

Mr. Gore. Are there any* drugs on the market now that you 
think should be withdrawn under that kind of risk/benefit analy- 
sis? 

Ms. Haire I testified at the FDA hearing on Bendectin and I feel 
that there is insufficient data to support the safety or the risk of 
Bendectin, 

Mr. Gore But the drug companies say it will cost money to tell 
the mothers, it will- cost money to print the information. * 

Ms. Haire. If they had any idea of how much- money it is going 
to cost them not to, they would agree to print them. We are 
keeping a record of all of the information that goes into these 
package inserts. We are very conscious of the assurances of safety 
that are being made by the manufacturer. 

Mr Gore. There are two levels on which the issue is addressed. 
One is risk/benefit analysis itself and the second is* informing of 
the patient or the mother Th6 FDA had difficulty dealing with the 
risk/benefit analysis in this area, but with specific regard to Ben- 
dectin the FDA made a public commitment to at least give the 
information to mothers so that the mothers could make the risk/ 
benefit analysis on their own. But theh the large pharmaceutical 
companies came in with the transition team between administra- 
tions and expressed their concern that this was going to cost them 
some money to print the information so that mothers would have it 
available Sothe public commitment on the part of FDA to inform 
mothers of tn&i risk they face and the risk faced by their unborn 
children has now, been withdrawn. I happen to have a great deal of 
respect for the new commissioner at FDA I think he one of the* 
bright spots in this administration, but I know that he and others 
at FDA have a difficult time balancing the various concerns and 
pressures which are brought to bear. I have been impressed with 
*the way he has done, that so far. I would not be at £ll surprised to 
see the FDA renew jts commitment to a PPI for Bendectin and 
, initiate a new approach to risk/benefit analysis where fetuses are 
exposed to the danger of birth defects from drugs used during 
pregnancy. But we will have to wait and see whether that does, in 
f^ct, occur. I am optimistic. I yield to my colleague. 

4/lr Shamansky. I want to establish the distinction between the 
acceptability, in your mind, of the FDA saying, generally speaking, 
there is a good risk/benefit ba^ed on the information we nave, ? ^s 
distinguished from telling the individual recipient of that that this 
decision applies in your case There is still room for infprmed 
consent even if FDA said, generally speaking, the risk/benefit 
based on the information we have or anything we know. about is 
acceptable 

Ms. Haire The information in the package insert is nbt current, . 
in my opinion, with the data available in the scientific literature. 
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Mr. Shamansky. Assuming the currency of the information. 
Ms. Haire. In the Anesthetic and Life Support Committee pres- - 
entation 1 recommended that four important sentences should be 
. included in the package insfert wheit applicable. These are: 

(a) No well-controlled long-ternr followup has been carried out on individuals 
exposed in utero to the effects?, of this drug There may be delayed, long-term 
adverse effects on subsequent physical, neurologic, and mental development which 
cannot be determined at this time (b) Physicians are not required to report an 
adverse drug reaction tothe FDA, therefore, there is no way of determining the 
exact rate of adverse drug reactions to this drug when it is used in no n- research- 
obstetric care (c) Since even the short-term direct and indirect effects of this drug 
vary with the individual physiology of each mother and her unborn child, the term 
overdose" as it applies to the fetus cannot be defined for this drug. 

Most people assume that if there is an adverse drug effect the 
doctor will have to report it to the FDA. That is not true. Only 
when the physician reports an adverse drug effect tq the manufac- 
turer must the manufacturer, in turn, report it to thje FDA. 

Mr. Shamansky. I am glad you mentioned that. I still want to 
pursue with you the idea — it seems to me a two-tiered thing, what- 
ever FDA is eventually required to do. There is that generalization 
based on whatever data it has and then perhaps, in my mind, a 
requirement or a need to inform the particular patient so she could 
make the informed consent. 

Ms Haire. What we have asked the FDA to do is require the 
manufacturer to put in the package insert, whenever appropriate 
the words which are "No well-controlled long-term followup has 
been carried out on individuals exposed to the effects of this drug 
in utero. There may be delayed long-term adverse effects which 
cannot be determined at this time/' 

Mr. Shamansky. But is it fair to say, though, that at some point 
the FDA could make a general statemer. as to what it has found 
in order to inform the physicians all over the country what it 
knows? Then there is still an additional step before the safeguard 
applies to the individual 

Ms. Hairl. Yes. There is information regarding obstetrics in 
1 many of th^se package inserts It; is insufficient information even 
for the physician. I feel physicians have been misled into a false 
sense of security with some of these products. 

Mr. Shamansky. We are not zeroing in on something. Please be 
patient with me. On the risk benefit, I am assuming some place or 
other that there is a legitimate role for the FDA in making an 
assessment as best it can, for the determination of risk benefit. 

Ms. Haire. Yes, but certainly the type of research FDA is requir- 
ing now is inadequate to demonstrate risk benefit. 

Mr. Shamansky. I am excluding what it is doing now. I am just 
talking about a function. It is conceivable that using the most up to 
date acceptable standards, standards acceptable to you, whatever 
you require,* there could be a point at which FDA could legitimate- 
ly say .we find the risk benefit OK. That does not apply to the 
individual person taking that drug. It merely is a statement by 
FDA to the medical profession and, therefore, to the company that 
the risk benefit they found acceptable. John, could you respond. 

Ms. Haire. My response would be "yes." There is a legitimate 
function in FDA in approving the drug for a specific use to make 
that risk-benefit analysis However the next step would be to be 
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sure there was adequate disclosure of what risks were evaluated in 
the process. That disclosure should be made not only to the physi- 
cian but, in the case of obstetric-related drugs, that disclosure 
should also be made to the parents of the child before the drug is 
administered. 
Mr. Gore. Will the gentleman. yield. 

Under current procedure most of those analyses are performed 
by the manufacturer. Is that correct? . 
Ms. Haire. Yes. 

Mr f . Gore. And the testing protocols and the. design of the study 
is not made available for analysis is that correct? 

Ms. Haire. Correct. That information is not made available for 
analysis by consumer groups or responsible people on the outside. 

Mr. Gore. It }s made available to the FDA, John. I presume if 
they want it they can get it. Whether they get it or not I do not 
know, but in most cases the FDA is taking the word of the manu- 
facturer for the whole thing. 

Ms. Haire. That is correct as I understand it. 

Mr. Gore. We will explore that with other witnesses. There may 
be some disagreement about that. 

Mr. Shamansky. Iliave an important question. Again the lawyer 
pops out. On page 29 of your prepared testimony, Doris, there is 
what seems to me a very sweeping statement. At tfie top of the 
page the testimony says "With respect to effects on exposed off- 
spring, then the Federal Government must also be held responsible 
for the care^and compensation of those individuals injured or 
harmed by that drug or device/* That is a big statement. 

Ms. Haire. A "full disclosure" package insert can protect the 
company, the doctor and the Federal Government, as well as the 
patient. For the federal Government to approve the package insert 
of a drug which does not clearly identify the risk of that drug is a 
irresponsible. 

} Mr. Shamansky. Are you suggesting the Government then be- 
comes the insuror of the use of that drug? * 

Ms. Haihe. I am saying that the Government has a responsibility 
fcQ the public to see that the risk of a drug— and one of the risks is 
the areas of uncertainty— is discussed in the package insert of the 
drug that goes to the physician. I would again say that the Govern- 
ment has a responsibility to the public to see that manufacturers * 
are required to produce a package insert that fully informs the 
patient, to every possible degree, of the possible tisks. 

Mr. Shamansky. Let me concede that but that is not the same as 
saying the Government then becomes the insuror. You say the 
Federal Government required the manufacturer to do that. In the 
event the manufacturer does not do that or*somehow there is a 
mistake made does it follow logically that the Federal Government 
is then the insuror? Is the Government then liable for what the 
people down the chain might do or not do? 

Ms. Haire. In my opinion the Federal Government, is the in- 
suror of safety of di;ugs approved as safe by the FDA. 

Mr. Shamansky. I hope you understand that I feel that is an 
element we have not heretofore had directly. I am sure we would 
both agree that is not now the law and it would be a significant 
departure from practice here. 
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Ms Haike. The reason I feel these package inserts are so impor- 
tant is because of future interpretations of the law 

Mr. Shamansky. I am not denigrating the importance of the 
package I am asking about the significance of who then is liable, is 
the Government neglectful Should it be charged with neglect? 

Ms Haire In my opinion, the Federal Government and the FDA 
are responsible for the harm caused to individuals damaged by 
drugs that have been approved by the FDA as safe. The dictionary 
definition of safe is free from harm or injury. I think the Food and 
Drug law should be amended so that the word safe is avoided 

Mr Shamansky. But is there such a thing as safe in the clinical 
sense, is anything totally safe in a laymen's terms? 

Ms Haire Nothing is safe in the term of the definition used in 
the dictionary That is why I feel safe is an inappropriate wfrrd. 

Mr Shamansky I am not suggesting that there is not a lot to be 
done with disclosure, better studies in this and that Again I re- 
spond very specifically to your suggestion, on page 29 of your 
prepared statement that the Government be held responsible for 
the care and compensation of any individuals injured or harmed by 
an obstetric drug or H -e 

Ms. Haire This l we feel a simple statement saying that 
the long-term effect of nns drug or device on human development 
is unknown would do a great deal to make people think, both the 
physician and the patient. 

Mr Goke Mr Volkmer 

Mr Volkmer No questions 

Mr Gore Thank you, Mrs and Ms. Haire. We appreciate not 
onh your testimony here this morning but the dedication you have 
-hown to this issue for so many years. 

Ms Haire. We appreciate the opportunity. 

Mr Gore I would like to call now Dr. Kenneth Ryan who is 
chairman of the department of obstetrics and gynecology at Har- 
vard Medical School, and Dr Yvonne Brackbill, professor of psy- 
chology at the University of Florida. We would like both of you to 
come up and appear as a panel Let me note for the record that Dr. 
Kyan in addition to being chairman of the department of obstetrics 
and gynecology at Harvard Medical School also serves ajthairman 
of the National Commission on Research and Human Subjects. Dr. 
Brackbill is also the author of a major new study on informed 
consent For those wishing a road map of sorts to this hearing let 
me say that is the panei on bioethics and informed consent. We felt 
in analyzing this issue that we ought to explore this aspect of it 
early on We will begin with you Dr Ryan. Without objection the 
prepared statements of both witnesses on this panel will be put in 
the record We invite you to proceed with your presentation. 

The biographical sketch of Dr Ryan follows ] 
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STATEMENTS OF KENNETH RYAN, CHAIRMAN, DEPARTMENT 
OF OBSTETRICS AND GYNECOLOGY, HARVARD MEDICAL 
SCHOOL AND YVONNE BRACKBILL, PROFESSOR OF PSY- 
CHOLOGY, UNIVERSITY OF FLORIDA 

Dr. Ryan. Thank you. I appreciate being invited to discuss drug 
use in pregnancy and bioethics. Before speaking specifically to 
issues on bioethics, I would like to say several things with respect 
to the need for the use of drugs during pregnancy because it is 
pertinent not only to clinical management of patients but also to 
ethical considerations. I have divided drug use into two types, 
which I designate as discretionary and nondiscretionary. Discre- 
tionary use is defined as the use of a4r.ug for a nonhealth threat- 
ening or nonlife threatening condition where suitable alternatives 
exist including avoiding drugs entirely. This includes the use of 
many over-the-counter drugs. We have been talking about what 
physicians prescribe, but patients also self-medicate themselves cre- 
ating a flourishing over-the-counter drug industry. Very often pa- 
tients use drugs for minor or self-limiting symptoms, but f also 
include discretionary use of drugs for relief of pain ddring labor 
and delivery when need is not established in an individual case. In 
other words I believe that physician and patient discretion should 
be used during the birth process and one should not assume that 
all patients are going to receive pain medication or anesthesia. On 
the contrary, I think patients should be prepared for the alterna- 
tive. 

During prenatal care, the kind of symptoms for which drugs are 
used include: morning sickness, headache, common colds and aller- 
gy. In the experience of a physician one probably has more inquir- 
ies about the safety 4)f the over-the-counter drugs for which there is 
little information on f\sk. There is very little data about the 
common drugs that anyone can go out and buy and use during 
pregnancy without a prescription. There may be an admonition to 
ask the physician but there is a limit to what-the physician knows. 

I would define nondiscretionary use of drugs, as the use of medi- 
cines for serious medical problems where the health and life of the 
mother is in jeopardy. When that is the case the fetus is also in 
jeopardy. This includes- systemic infections, hypertension, diabetes, 
seizure disorders and psychiatric problems where drug use is often 
not discretionary. They have to be used for health and safety of the 
mother and the baby. It makes a big difference which kind of 
indication you are involved in when you start discussing the ques- 
tion of the kinds of risk one might assume. 

Regardless of the indication for drug use there are several cave- 
ats which should be controlling and other witnesses will doubtless 
say the same thing Most drugs given the mother reach the fetus 
Pharmacological effects or drugs are most difficult to predict the 
younger the fetus and that is why drugs should be avoided early in 
pregnancy. The risks of serious harm have been ascertained with 
only a few specific drugs When I use the word ascertained I mean 
established beyond a reasonable doubt. There are a lot of unsub- 
stantiated claims. You have heard reference to Bendectin and the 
claims and counter-claims are confusing not only to the public but 
to the physician Risk data are most helpful when they are posi- 
tive I do not think it helps a patient to say the risks are unknown 
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hecause^hen they are left with a cloud hanging over their head. If 
risks are^anknown we should be aware of it but it is distressing 
when for instance I have a woman with rapidly rising blood pres- 
sure and have to use a drug for which the risks are unknown 
When the incidence of adver * risk is low— and Dr Slone will 
speak about this when he covers the quality of epidemiological 
studies, when tlje incidence of adverse effect is low or there is a 
longtime lag as^with cfiethylstilbestrol, one can completely miss a 
possible risk. 
Mr Gore. That is DES? 

Dr Ryan. Diethylstilbestrol DES is a synthetic steroid. To sum- 
marize, I do not think a drug should be used :n pregnancy unless 
its efficacy is. known or can be reasonably ascertained. We know 
aspirin cures headaches. If we know that and a woman, wants to 
take it for a headache she can make that decision I do not think, 
however, that we should use drugs for symptoms for which' the 
efficacy of a drug is not established because then one is taking an 
unconscionable risk for an unknown benefit That is not stressed 
enough I will come to this I^ter under ethical considerations but 
before drugs are used m pregnancy they ought to be demonstrated 
to be efficacious in the nonpregnant state We cannot T start trying 
to determine efficacv for the first tirn^ in pregnancy 

An unexpected pregnancy must also always be considered before 
medicines are prescribed We are trying to avoid X-rays during 
pregnancy We are trying to avoid all kinds of medications during 
the first trimester of pregnancy Unless the doctor thinks about the 
possibility of a pregnancy and. unless the patient herself thinks 
about it there may be problems, and an unplanned risk to the 
fetus. I would like to say a word about teratological effects and 
perhaps clear up one confusing point that you referred to, Con- 
gressman Gore Five percent of all live births result in anomalies, 
About half of these anomalies are major. It is only 3 to 5 percent of 
the "> percent that have been attributed to drugf We know very 
little about the risks of neurobehavioral problems due to drugs 
taken during labor and delivery I have seen little good data on 
risks for drugs taken later in pregnancy The reason the incidence 
of anomalies is reasonably accurate is that these defects are not 
ordinarily missed and the Center for Disease Control has a congeni- 
tal malformation surveillance which monitors occurrence in select- 
ed places around the country 1 point that out when you consider 
supporting the CDC in the future 

Mr. Gork we will put that in the record 

Dr Ryan. I would like to put it in the record because what we 
are talking about here— getting adequate data I do not think any 
witness that is going to speak before you lodav will say we should 
not have more adequate data And we haw to strengthen those 
resources within our system that can obtain it 1 talked about 
teratological effects in general but I would like to respond to >our 
specific questions with respect to those drugs in which a risk is 
reasonably well known 

There are onlv a handful which incude* Thalidomide, a sedative, 
Wp . t ;in. a blood anticoagulant, also called Dicumarol Ametito- 
pierin. a drug used for leukemia Hydantoins, anticonvulsants, and 
of course diethylstilbestrol, a hormone These are the drugs we 
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ftjiow produce defects In most instances there is little indication 
for their use. But I should point out that we have pregnant pa- 
tients who have leukemia and we have patients with seizure disor- 
ders that need medication In some instances we have to rely on 
drugs which pose a risk to the child. There you have very httle 
discretion 

Most prescription and over the counter drugs have not been 
associated with specific tetrogeriiC effects The data for Bendectin 
the antinausiant has been covered in the newspapers but the data 
on adverse effect is weak, epidemiological studies have not demon- 
strated specific teratologics! effects in the same way that I de- 
scribed for the drugs listed above. 

I would like to go on with neurobehavioral and developmental 
effects of drugs. Dr Brackbill is here and she will also speak to 
this I do not want to preempt her comments but I should say one 
or tw6 things that are important, because Dons Haire on page 4 of 
her testimony says there is no doubt in her mind a significant 
proportion of 4 million children are afflicted with mental and 
neurological dysfunctions due to drugs. There may be no doubt in 
her mind but there is doubt in a lot of other peoples' minds and we 
should get facts before making such statements I should point out 
to you that there are such things as rubella, hypertension, mater- 
nal infections, smoking, alcoholism, maternal socioeconomic class 
and education which have been demonstrated to be associated with 
poor fetal outcomes You cannot simply ask someone who has such 
a pregnancy historv did you receive medication'* You want to know 
whether the pregnant woman smoked or whether or not she drank. 
We all know about the alcohol syndrome Of all the things we will 
talk about todav more children are affected by maternal smoking 
during pregnancy, than , by drugs and when we get to the ethics 
issue we should ask about the posture of the Government with 
respect to the tobacco industry Almost every study has shown 
increased spontaneous abortion, prematurity and lower birth rate 
in association with smoking during pregnancy. This is something 
we can do jnore about Neurobehavioral developmental effects can 
be attributed- more to other factors, such as fetal anoxia than to 
drugs One percent oi all pregnancies have antepartum bleeding/ 
which can also contribute to fetal problems. W(hen the mother has 
that kipd of condition she may well receive drdgs anefit is impossi- 
ble to decipher whether the indication for the drugs caused the 
problem or the drug* themselves Tetracyclines, given for infection 
in the pregnant, woman may discolor teeth or affect bone growth of 
the fetus. Drugs to tr^at thyroid disorders may cause fetal goiter 
even if taken later in pregnancv so there are some drugs used for 
legitimate medical purposes which can cause fetal defects What 
Mrs Ilaire and Dr Brackbill refer to is the relationship of drugs 
ssused for labor and deliver}, to neuro-behavior defects in new- 
borns, which is less certain This has been the subject of FDA 
hearings The quality atid completeness of those hearings tire up 
for discission todav In Mrs Haire's testimony she did refer to'l)r 
Brackbili's ^research and said that they demonstrated certain 
things I would like to point out that the work is controversial I 
am not going to make any further comment except to say there are 
a lot of people* who do not agree with [he conclusions reached or 
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the methods used'by Dr/Brackbill. It is difficult for the Congress, 
lay people and even doctors to know whoj3 correct ^ based on 
newspaper accounts. One of the reasons the Brackbill study was 
criticized is because of lack of control of confounding factors' such 
as the maternal disease I referred to. 

I would like to say a word about ethical issues. We think bf 
ethical problems as somehow being mystical. A lot of ethical 
problems would disappear if we could get our facts straight. Unfor- j 
tunately getting facts straight is an ethical problem. People present 
"data" which is not what it appears to be. This poses an ethical 
issue because then you make decisions, on erroneous assumptions, 
ethical issues arise when the safety and/or comfort of the pregnant 
woman is pitted against risks to her unborn child. Naturally, when 
drug use is nondiscretionary — essential — the problem is selection of 
the right pharmaceutical agent to be used, and minimizing risk by 
appropriate dosage and timing. If a mother is ill the fetus does not 
benefit by withholding treatment so it is with the drugs that we 
have to use for serious problems that we need the most information 
to minimize risk. I agree with Doris Haire and the women's move- 
ment who want the public educated about drug use. The health 
profession also needs to be educated and we should avoid risks by 
avoiding unnecessary drug use. That is difficult because we are a 
drug-taking sjciety. There are symptoms and illnesses that are self- 
limiting and need no drugs. Ethical concerns .of society are ex- 
pressed in terms of demand for drug testing and .labeling to insure 
when medicine is needed that the safest type and dose are utilized. 

With respect to the kind of studies that should be done, it is 
obvious that animal studies in subhuman primates cannot substi- 
tute for seeing what a drug does in the human. I feel that drug 
testing can be ethically conducted during human pregnancy if in- 
vestigators adhere to principles of respect for human life, benef- 
icence and justice. That is the message of the Belmont Report of 
the National Commission which was sent *o Congress. The most 
frustrating problem is to treat a pregnant woman for a serious 
disease and find that the drug used has not had safety in preg- 
nancy established. I would urge that we get as much information 
as possible on those kinds of important drugs. In the early Work of 
the commission, a lot of people were concerned about research on 
aborted fetuses but in point of fact our recommendations covered 
other situations involving therapeutic research directed to the 
pregnant woman and her fetus That is of more concern to us in 
the present hearings. Ethical research can and should be done. We 
even urged the Secretary to sponsor such research. When I refer to 
therapeutic drugs I arn covering situations of potential beneficial 
effect to the mother. 

With respect to the FDA, I think they have done a tremendous 
job since the Thalidomide tragedy, in testing drugs on pregnant 
animals and testing efficacy of drugs. The FDA covers postmarket- 
ing surveillance, but it is not as good as it should be. Package 
inserts help educate the public. I supported the FDA for package 
inserts and I think they should be continued. 

Mr. Gore. You supported the 

Dr. Ryan. When the FDA was being sued by the American 
College of Obstetricians, I supported FDA on the question of pack- 
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age inserts for estrogens for menopausal women and I believe 
package inserts should be included whenever possible. 

Mr. Gore. You supported their prior position? 

Dr. Ryan. 'Yes. But I should point out to you that the inserts that 
arejncluded with the drug for patient an<J physician use have to be 
factual. They have to be timely and they have to be readable. 
Investigators are studying whether or not the ones that hpve been 
..put in with drugs are helpful. I do not know whether we have done 
all we can by just providing the package insert. The question is 
when the information shofcld b# given. If it is a pregnant woman 
one "should not wait until she is in labor and delivering before 
discussing any of these drug issues. Drug information is part of 
prenatal care. The whole range of medicines a woman might take 
should be discussed ahead of time. 

Mrs. Haire made ai? assertion as to the kinds of pressure*— 
physicians are under but I am under none of the constraints that 
she talked about. We do not condone teaching practices which are 
not optimal for patient care: We are n6t trying to hide the truth 
about neuiiebehavioral effects of any drug. 

Mrs. Haire had a comment in her testimony about ultrasound 
and I should point out she used the word radiation which I hope 
people wil) realize is not incorrect. Ther^ is a difference between 
ultrasound and radiation. She may want to correct the error. If she 
has any information that is factual with respect to ultrasound I 
would like, to see it I have never seen convincing information with 
respect to adverse effects of ultrasound. I think the risk of ultra- 
sound is unknown 

Mr. Gore. Ha,s the appropriate research been done to answer 
that question? 

Dr. Ryan. It is still in progress. I hope the Government suports 
research on the outcome of children that have already been suh- 
. jected to ultrasound. I believe that is going on, - but adequate 
animal stvdro have not been done. With ultrasound you can cook 
things. Damage depends on frequency and intensity so I think 
adequate studies have to be done. Ultrasound is used widely— Lord 
knows we do not want another DES tragedy. 

I think discretionary drug use at any time during pregnancy 
should be discouraged. If you do not have to use a drug, do not. 
That includes labor, delivery, and throughout the entire pregnancy. 
That is therapeutic nihilism to be sure, but There will always be 
patients that are going to have a headache so severe they have to 
take something for it, 

Mr Gore. Do you think discretionary drug use during labor 
should be discouraged by physicians 9 

Dr. Ryan Yes, I think we should 

Mr. Gore Do you think it is? 

Dr Ryan. Yes* in some instances 

Mr. Gore. Do you think most physicians discourage it #> 

Dr Ryan It is hard to respond to that kind of question. Let me 
say that there has been a change in the use of such drugs even in 
our own hospital which is the largest obstetrical unit in New 
England to a point now where about half the women have no 

Mr. Gore Is it not true there are more drugs being prescribed 
during pregnancy today than in the past? 
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. n r Ryan I do not havetthat information 

V.v Gore. 1 think we will have testimony from Dr Jaffe later on 
thai indicates precisely that, in spite of the conclusions that em- 
phasis in the field— and you" are as distinguished as. any in the 
entire Country or world for that matter— despite the conclusions 
that you have reached and have just enunciated that doctors 
should discourage drug use during pregnancy, the fact is that more 
drugs are being prescribed during pregnancy now than ever before 
/Dr. Ryan Well if that is true it is unfominate and sad. I would 
like to see what the drugs are and what they are used for but it 
certainly is nothing that I would support. That is why I made the 
important distinction between discretionary and nondiscretionary 
drug use, so that discretionary drug use should be discouraged. If 
drugs are used they should have their efficacy established in the 
nonpregnant state I can give an example. One of the drugs has 
been established as antiasthmatic in men and women who are not 
pregnant— 1 have a pregnant patient on that drug because she is 
asthmatic and cannot be without it. There is however nothing 
established on the safety of this particular drug in pregnancy. The 
existence of unsuspected pregnancy should always be considered 
before drugs are utilized and I cannot emphasize that enough. 
During active reproductive life women have to consider this and we 
should educate them and educate physicians Drugs that are spe- 
cificallv designed for use in pregnancy should be extensively stud- 
ied in 'appropriate test systems and finally in human pregnancy 
before and after marketing. If you do not do that these drugs will 
creep into use and you will not have the safety and the risk factors 
being asked for Drugs that have important applications to medical 
needs in pregnancy but are not specifically designed for that pur- 
pose should also be identified and specifically tested for such use* 
Again if we do not do that* they will creep into use. They will be 
FDA approval drugs but not approved for that indication or spe- 
cifically for use in pregnancy Finally, appropriate congressional 
support to the FDA and to such data-collecting agencies as the 
centers for disease control must be provided if their objectives ara 
to be realized. If you are to get something more out of FDA you are 
going to have to* look at their budget Even in times of fiscal 
restraint the most cost-effective benefit to society is still prevention 
of disease and disability at the beginning of life. Finally the root of 
all ethics in trying to deal with this issue, is to try and sort out the 
facts from the Suppositions and to get honest ethically based 
information I have heard about the suspect motivations of doctors, 
with implication that someone who is a nonphysician lobbyist has 
onW altruistic motivations. Most of the time motivations are honor- 
able on both sides but I think that physicians are a heterogenous 
group of people who are concerned about the health and welfare of 
their patients and I resent blanket statements to'the contrary The 
comment that the FDA nnd obstetricians do not want information 
released on dri»g studies is no* an adequate defense against sloppy 
re>earch 
Thank you 

!The prepared statement ol Dr Ryan follows ] 
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TESTIMONY OF KENNETH J. RYAN, MO 

COMMITTEE ON SCIENCE AND TECHNOLOGY 
UNITED STAGES HOUSE OF REPRESENTATIVE 

' JULY 30, 1981 

Drug Use During Prey nancy 

Drug use during pregnancy occurs under two types of 
circumstar :es, disc retionary and nond iscre tunary , which 
pose different medical and, ethical concerns. Discretionary 
use is defined as administering drugs for "nonhealth" and 
non-life- threaten ing purposes oaring preqnancy where 
suitable alternatives for avoiding them exist. This 
would include ush of r.any over-the-counter drjags, treatment 
of relatively minor sel f - 1 imi t mg symptoms, and even use 
of drugs for pain relief during labor and delivery when 
their need is not established in an individual case. 

Nond i s c r e t i o n a r . use, _l n this con t ex t , wou 1 d i n\ o I ve 
treatment for more sernjs rejical problems where the 
health and li f *j of the mother (and often the fetus) are 
in jiMDpardy. Such medical ux obi ems which may be present 
curvi'i pregnane- include' svstemic infections, hype r t en si or , 
diabetes, seizure divjrdftrb, and psychiatric problems. 
Relief of jam and anestnesia during labor. and delivery 
mav be nond l^crcti Miary when the piocess is prolonged or 
conplica ted . 

The import mee of Taking the distinction between the 
two indications f^r Ir-jq use will become crucial in 
relationship to the known or unknown risks we might 
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reasonably assume in providing relief to the mother. In 
either type of drug use, several caveats should be 
controlling. 

Most drugs given to the mother cross the placenta 
and reach the fetus. The pharmacological effects of a 
drug are most difficult to predict and drugs should be 
avoided, unless essential, during embryonic development 
(first trimester). The risks of serious harm from drug 
use m pregnancy have been ascertained in only a few 
cases, and risk data are most helpful when positive. 
It is difficult (\t not impossible! to exclude^all risks. 
Adverse effects can be missed unless specifically sought, 
and when the incidence of an adverse effect is low, or 
a long time lag exists (as in d iethylsti lbestrol ) , studies 
may be-fnisieading . A drug should not ordinarily be used 
in pregnancy unless needed and its efficacy known. 
The existence of an unsuspected pregnancy must always be 
considered before medicines are prescribed. 
Tera to logical Ef fects 

Some form of congenital anomaly occurs in about 5V 
of all live births (the rate is higher for miscarriages), 
and this translates into approximately 150,000 cases of 
birth defects each year in the United States. While many 
of them are of a. minor nature, fully half, or more, of 
the anomalies involve major^defects affecting the fetal 
central nervous system, heart, musculoskeletal system, 
and gascrointest mal tract. Such defects involve major 
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medical problems, human suffering, and cost. In only 
rare instances can anomalies definitely be attributed to 
a drug, the vast ma^txrity of cases being of genetic or 
unknown environmental cause. Some of the drugs known to 
cause serious human defects include: thalidomide (a t 
sedative) , warfarin (a blood anticoagulant) , aninoptenr 
(an antileukemia drug), h'^dantoins (anticonvulsants), 
and diethylstilbestrol (a synthetic steroid) . 

The adverse effects of these dru-is are well known, 
ar.d l some should never be used in pregnancy. The 
norlciiscretionciry (essential) need of others is rare, 
invol"ihg onlv series medical problems sucn as 
thromboembolism, leukemia, or uncontrolled seizures. 
Clearly, some kind of risk/benefit assessment would he 
necessary before ever considering their use. 

M ost drugs ( prescr iption and over-the-counter) have 
not been associated with specific teratogenic effects 
whqfi epidemic log ic il surveys have been conducted (JAMA 
248:341-546, 1^81). The difficulty m ^ludinq all risk, 
however, has already been alluded to. 
Neurobehaviora 1 _and Deve lopmental I.f^ects of Drugs 

Neurobehavio rai development and physical growth ot 
the newborn and child are highly variable and subiect, 
in an unpredictable wav, to the effects of prenatal 
factors ir.clutmj maternal health., infection, smoking, 
alcohol consumption, soc ioeconuirue class, an 1 , education, 

Penpartal factors such a-, f»»ta2 ano-ia, difficult 
dell ve ry , and nu r s ►» r } a a re disc ma y a A verse] / , 1 1 f c r t t he 
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newborn. The establishment of the normal range of 
neurobehavioral development itself is not perfected, so 
that it has been quite difficult to identify and attribute 
adverse effects to i^ost druas used later in pregnane^ , 
let alone to any other specific factor. 

Lone iru^s such as tetracyclines (antibiotics) may 
discolor teeth or ai f ect bone 'imwth, and drug's used to 
treat th/roid -iiS'-MSe mvy cn.su fetal goiter, if taken 
during lit. 31 conois r, f rr-jmancv. The relationship of 
the use cf drugs f or labor an i delivery (hypnotics, ^ 
anesthetics) to neurobehavioral effects in the newborn 
or growing chili^fes been the subject o f previous 

rr^ssional and FDA hearinas '1979). Alveisc risks, 
othf r than short-term Pharmacological effects, have not 
been definitely established, and there is controversy 
o"*»i the adequacy of the studies available and the nee" 
for furtner invest iqat ion . There is .^n FDA subcommittee 
f or rp";^w of this patter 'Anesthetic and I.itr- c: upport 
Drugs A 'visor/ Conmittee) . 
h t h 1 c a 1 Is sues 

Fthical lssiie-i .in^ when the safety and or confoit 
• >f the pregnant woman is fitted against r isks to her 
unborn child. Natural 1", when dru^ ust_ is nond i:>cret 1 ^na rv 
(essential), the problem is selection rsf the right 
pharmaceutical went to be used, and ru n ir> 1 7 1 ng 1 isk bv 
a-ppropriate d^s^jt^. ^ 

It is larael\ in the d 1 r -:cre t ir.na r > ust of - <iruos 
whf-rt "due it ion of the public <,cv1 health protession can 
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help avoid risk, simply by avoiding unnecessary drug use. 

Ethical concerns of society also are expressed in 
teri\s of the demand for drug testing and labelling to 
ensure that when medicine is needed, the safest type and 
dose are utilized. f 

While animal (including subhuman primates) studies 
of drugs should precede human use, risk can be ascertained 
onlv after sufficient study in human preqnancy. Studies 
can be ethically conducted during human pregnane" if the 
investigators adhere to the principles of respect for 
^ human life, beneficence and justice. It would be unethical 
if studies are prvt performed, which .threreby fcould den 
availabilitv of necessary druqs to women and their o'fsDring, 

The most frustrating proble- for the physician 
treatinq a pregnant woman for a senou\ disease process 
is when the potential drug is labelled, "Safety fa- u-r- 
m pregRancy ha.^ not been established.'* 

Th* 3 National Cmu^ion for the Protection pf Human 
Subiects has sutT.itted a report to the Congress on Pr : sev?h 
on the p pfu.n mi 1075 (DHEW Publication No. (CS) 6 - 1 2 7 1 
and although much public attention was directed at the 
time to research on the aborted fetus, the recover da* ion*., 
covered situations mvnlviru therapeutic rt-eareh <.irected 
to the preawint worn in mi the fetus, whic, io ..if morr 
enncern to the nre^T.f hearings 
The FDA 

rho Fond, md iir t i \ in inib« r at 'nn has rade ireat 
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strides in terms of safety following the thalidomide 
tragedy* Druq testing in pregnant animals has become 
commonplace, efficacy of drugs must now be established, 
FDA reports cover post-marketing surveillance, and 
package inserts help in educating the public and profession. 
The FDA review process often is complicated by industry 
or public action lobbies which focus on narrow goals and 
are long on opinion, hut short on data. 

Progress in the area of fetal safety will depend on 
insistence on establishment of jefficicy of any drug 
proposed, avoidance of discretionary druq use for, "trivial" 
purposes, and insistence on testing in human pregnancy 
when it is likely that the drug will be needed for the 
protection of women, their pregnancies, or their fetuses. 
Better data-keeping on f etal outcome in cases of 
nondiscret ionar\ druq use is needed. 
Conclusions 

1. Discretionary drug use at any time during pregnancy 
should be discouraged. 

2. The existence of an unsuspected pregnancy should 
always be considered before drugs are utilized. 

3. Drugs that are specifically designed for use in 
pregnancy should be extensively studied in appropriate 
test systems and in human pregnancy before and after 
marketing . 

4. Drugs that have important application to medical needs 
in pregnancy, but have not been designed or marKeted 
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for that purpose, should be identified and specifically 
tested for such use. 
5. Appropriate Congressional support t T> ^ and to \ 

such data-collecting agencies as'the Cen. zrh for 
Disease Control must beprovided if their objectives 
are to be real ized,fVE$Jr in times of fiscal restraint, 
the most cost effective benefit to society is still 
the prevention of disease and disability at the 
beginning of life. / 

Mr. Gore. Thank you. I know that you have that reaction to 
some of the statements that our previous witness made, but I think 
that others have allowed the reaction to speculation about motives 
to lead them to reject some of the accurate conclusions in other 
areas that Mrs. Haire has evidenty reached. 

Dr. Ryan. I agree with many i° the recommendations she has 
made I am not really quarreling about the (fact that FDA should 
be accountable for specifying drugs that are* approved for use in 
pregnancy and that risks ought to be identifies. \ 

Mr. Gore. It is not done now. V 

Dr. Ryan. I understand. I support those kindsW endeavors. 
Unfortunately we are coming fi'om different directions. 

Mr Gore. Dr. Brackbill, weicome and please proceed. 

Ds Brackbill. Thank you, Mr Chairman and members of the 
subcom\ ittee for the opportunity to sDeak about teratogenic drugs 
ana prooiems of informed consent in obstetric drug administra- 
tion—a research area in which I have been involved for more than 
a decade 

The horrors experienced by patients ir.d by subjects of experi- 
mental research in Nazi Germany focused world attention on the 
ned to obtain explicit consent for both treatment and research 
participation. The doctrine put forthyat Nuremberg has, as its firgt 
principle, that voluntary Qonsent is/absolutely essential. This doc- 
trine, which has come to be called informed consent has three 
components, voluntariness, competence, and information. Of these, 
information is the most basic element: the consenter must be in- 
formed about the treatment or experiment and about the probable 
consequences of submitting to it. Without such information, in- 
formed consent is not possible 

Obtaining informed consent from pregnant women is particular- 
ly important because drug consumption during pregnancy and 
childbirth is particularly risky for the fetus and young child. 

Let me clarify three points The research demonstrating the 
adverse effects on the young organism of either acute or chronic 
doses of a large number of drugs is not controversial. FDA statisti- 
cians concluded that al! of the drug studies— by now there are 45 
alone on obstetric drugs not to mention the large number of animal 
stud»e&— are all m basic agreement that there are adverse effects. 
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How long the effects last is a matte/ that is not known at 
present because there have not been sufticient studies on it. 

In addition to this, let me point out something that has escaped 
our attention so far this morning. — 

Teratological effects include both structural and functional ef- 
fects. That is both anatomical or morphological changes and behav- 
ioral effects. 

There are some drugs that affect both function and behavior. 
There are others that affect only structure, and there are some 
thaUaffect behavior only. At least with present techniques of histo- 
logical examination, there are behavioral changes for which one 
can find no underlying structural change. The orthogonal effects of 
behavior and structure are something that was discussed at length 
in a lead article in Science magazine by Vorhees, et al. last year. 

Another point that has escaped our attention and I think should 
be pinpointed now is that teratology is concerned not just with 
grossly identifiable changes, but with subtle effects, low level ef- 
fects. Under those circumstances, the number of children affected 
by drugs administered preconceptionally, prenatally, perinatally, or 
postrtatally before the CNS has finished its development is un- 
known. It certainly is higher than 5 percent, however. 

At any rate, to illustrate the importance of teratological drugs in 
the United States, for example, aspirin is consumed at the rate of 
tons a day and Valium at the rate of more than 8,000 tons a 

year 

Both aspirin and Valium are well documented teratogens. But 
how many pregnant women know this? And how many women 
consume aspirin or valium during their pregnancies? 

My colleagues and I are currently studying drug exposure during 
pregnancy and childbirth; the status of those drugs with respect to 
adverse effects, safety, and FDA approval for use in childbirth; and 
the amount of information mothers have about the drugs to which 
they have been exposed. 

Subjects to date have been 304 randomly selected postpartum 
inpatients who delivered clinically normal babies. This average age 
is 22.o years, and average education, 11.2 years; 36 percent are 
employed outside the home; 49 percent are white; 51 percent black; 
49 percent are parity 1; 51 percent, parity 2 or more. 
1 We obtain data on drug exposure and drug information by inter- 
view and from medical records. We score drug information accord- 
ing to consumer information standards adopted by the American 
Society of Hospital Pharmacists. 

These are shown in table l of your handout. 

Our results show that during pregnancy mothers consumed 93 
different prescription and over-the-counter drugs. A review of the 
literature was conducted for each of the 93 drug products to deter- 
mine its status with respect to adverse drug effects. Of the 93 drug 
products which mothers reported consuming during their pregnan- 
cies, 47 percent contain one or more ingredients with documented 
adverse effects *V 

As shown in table 2, almost half of the mothers consumed at 
least one such documented drug. Even worse to consider is the fact 
that 70 percent of the drug ingredients mothers consumed during 
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pregnancy apparently have no published reports of their safety or 
lack of it, so their status with regard to adverse effects is unknown 

Therefore, our results may seriously underestimate the true 
exent of teratogenic exposure 

During labor and delivery, mothers were administered 4^ differ- 
ent drugs Sixty percent of these obstetric drugs have been found to 
produce adverse effects on offspring, according to previously pub- 
lished research 

As shown in table 2, No percent of the- mothers received at least 
one teratogenic drug during childbirth, and i'A percent received at 
least two Of the lo most frequently administered obstetric drugs, 
10 are teratogenic or toxic, according to published research Of the 
-remaining five, four apparently have not been studied with respect 
to adverse effects 

Considering all the drugs prescribed during pregnancy,' labor, 
and delivery, how man* have the FDA actually approved for those 
uses'* 

After checking first with the Physicians' Desk Reference and 
then with the FDA, we conclude that only 1 out of ">8 prescription 
drugs represented in this study has been approved for use in preg- 
nancy, labor, and deliver* 

The significance of this for informed consent stems from an FDA 
ruling of 1972 m which that agency very clearly and unambiguous- 
ly stated that when approved drugs are used for nonapproved 
purposes, they once again assume the status of experimental drugs * 

This means that when such experimental drugs are used on 
pregnant and parturient women, those women become experimen- 
tal subjects and must give informed consent for experimentation as 
well as informed consent for treatment. 

None of the mothers in our study had given informed consent for ) 
the administration of experimental drugs 

Now, let me turn to the information mothers had' about the 
drugs to which they were exposed. As table 1 indicates, mothers 
knew very little about the drugs they consumed during pregnancy 
Their mean prenatal drug information score was a mere 1 7 out of 
!* possible points Most mothers knew why they had taken a drug, 
for example, for morning sickness Some knew the name of the 
drug Few, however, could summon up more information about it 

Mothers rarely mentioned drug risks or alternatives to drug 
treatment 

These empirical data are in direct contradiction to Commissioner 
Ha>e.s' opinion as stated on his testimony, page n\ that the FDA 
current mechanism for dissemination of 'information is generally 
effective 

Mothers had even less information about the drugs to which thev 
and their infants were exposed during their ! 'or and delivery The 
mean obstetric drug information score was M out of 9 possible 
points Failing adequate information, mothers are not giving and 
cannot give truly informed consent for treatment 

In summary, we are finding that mothers know vorv little about 
the medications they take preifatally and even less about the medi- 
cations thev are administered during labor and delivery , 

Failing adequate information, a large number of babies are ex- 
posed to drugs with teratogenic or toxic potential Adding to the 
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gravity of this situation is the fact that two-thirds of the prenatal 
drug ingredients and one-third of the obstetric drug ingredients 
figuring in this study have no apparent, published documentation 
with respect to their teratogenicity or toxicity. When information 
is thus lacking, informed consent for treatment-js also lacking 
Finally, with rare exception, most prescription drugs to which 
mothers and babies ire exposed are experimental drugs in that 
they have not been approved for use in pregnancy, labor and 
delivery. 

Under these circumstances, informed consent for experimenta- 
tion is ethically and legally required In practice, it is never ob- 
tained 

There are remedies for these problems Among the potential 
solutions, I recommend the following for your consideration My 
first recommendation, as I have testified before, stems from the 
fact that >the mother is a consumer She must be treated as an 
intelligent human being, capable of understanding information on 
drugs when it is written in plain English, capable of choosing 
alternatives to drugs 

Furthermore, she has the right to this information, just as a 
smoker has the right to know that tobacco is injurious to her/his 
health 

!t is currently within the power of the Federal Government to 
achieve these goels 

The Department of Health and Human Services has two offices 
to deal with consumer information and education One is the Office 
of Disease Prevention and Health Promotion The other is the 
National Center for Health Care Technologyv 

I recommend that DHHS prepare two versions- of obstetric medi- 
cation information one for the consumer and one for the profes- 
sional 

I further recommend that the information be made available 
through the appropriate DHHS offices- 

My second recommendation is that you request FDA to continue 
its program to require the informational brochures called patient 
package inserts to be dispensed along with the drugs likely to be 
prescribed for pregnant and parturient women. 

This program, under development for more than 2 years, was 
shelved last spring when FDA apparently bowed to the lobbying 
efforts of drug manufacturers, physicians and pharmacists and to 
the antir^gulation Zeitgeist of the present administration 

My third recommendation is that you encourage FDA to make 
available to consumers and health care providers a list of drugs 
approved for use in pregnancy, labor and delivery 

As we already noted, there\sno such list at present 

My last recommendation is tratjto*f^eek enforcement of existing 
sanctions against institutions and health care providers who fail to 
obtain informed consent for experimentation before using drugs in 
obstetrics that have not been approved for that purpose 

Thank you again, Mr Chairman and members of the subcommit- 
tee, for this opportunity to speak to you about teratogenic drugs 
and problems of informed consent in obstetric drug administration 

(The attachment follows | 
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Table 2 



Exposure -to Druys with Documented Adverse Effects on Offspring 



No. of Adverse Prenatal Exposure Perinatal Exposure _ 

Drug Products (N-304) (N-24 4) & 

N % N_ __ % 

1 or more 144 47 2 09 86 

2 or more 44 14 ^ ] 57 64 

3 or more 10 3 106 4 3 

4 or more 4 1 56 2 3 
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Mr Gore. Thank you very much 
Mr. Shamansky 0 

Mr Shamansky Thank you. Mr Chairman 

Dr Ryan, you have to catch an airplane, so we will trv to move 
this on. 

Please extend my respect to Dr. Freedman. This is an aside 
Having taken care of that important business, I am still concerned 
about the apparent inability or the failure of the medical profes- 
sion to address itself to the issue that we are talking about today 

Why hasn't something more been done. Why does it take Doris 
Haires devotion for 10 or 15 years? The devotion of a lay person? 
Wlxere is the initiative from the medical profession to cover the 
area that Dr. Brackbill has spoken of/ 

Is it just the inertia? Is that what we are dealing with? 

Dr. Ryan. It is hard to say. I can't sit here and be a spokesman 
for the American 

Mr Shamansky. You are in a position to give us an opinion. 

Dr Ryan. I think it is a combination of things Things change 
slowly. A lot of the studies that D* Brackbill did should have been 
done long before she pursued them. 

They were the neurobehavioral followups of children for the 
collaborative study. They were stopped when we did not have 
enough money to continue. 

It takes a long time to get the kind of information you want 
People are creatures of habit. The medical profession changes 
slowly, but there is no question that the drugs that were taken and 
the things that were done in the 1950 s are not what is going on in 
this country today. 

The Doris Haires, the women's movement, informed consumer 
groups and public hearings have in fact changed things. 

Things are not perfect yet, but they are in the process of change. 

Mr. Shamansky But it seems to me that the Doris Haires are 
making the change and I am looking for that spark within the 
profession itself. 

Where is the self-generating interest within the profession? 

Dr Ryan. It is a question of what in point of fact you are looking 
for. We don't generally come lobbying. 

* Mr Shamansky That is the question. Why does the Government 
have to come in 9 Why isn't the profession beating our door down? 

Dr Ryan It is a combination of things. For one thing, a lot of 
these individuals are busy doing work just like you are today I 
have left an office of patients to come down to Washington. I think 
that we are making progress. FDA is much better than it was 
before the Kefauver hearings. 

It is much better since the thalidomide tragedy That is the 
process in the democratic system 

You need the public lobbyist to be quite strident to^et people's 
attention 4 

Mr Shamansky Can you tell me, does Harvard Medical School 
make a conscious effort to encourage its staff and its students to be 
aware of their responsibilities as {to obstetric medicine usage— 
assuming that they do have a responsibility in this area 0 
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Dr. Ryan. Again it is one of the things I try and do personally. 
Again I can't speak for a huge institution, but the answer is yes, 
we are trying to make the kind of changes. 

Mr. Shamansky Are you satisfied with your progress? 

Dr Ryan. I don't know that one should ever be satisfied. I am 
satisfied with the fact that since I cam n to our institution that we 
changed the law in Massachusetts to allow midwives into the State; 
that we have reduced the incidence of anesthesia use for routine 
delivery and I am sure Mrs. Haire will be pleased to know that we 
have a large corridor used for women in labor to walk around 
rather than being confined to bed. f 

I think these kinds of things .are taking place. I am shocked by 
the news that more drug use is creeping into the system which I 
don't condone, but our sphere of influence is limited. 

We would like to get more texts out that reflect the modern 
approach to obstetrical care and so on. 

Mr. Gore. I am sure you heard Dr. Brackbill's statement that 85 
percent of the mothers surveyed received at least one teratogenic 
drug during childbirth and 64 percent received at least two. 

Dr Ryan. I don't know what drugs she talked about It probably 
included aspirin, which she considered teratogenic. 

I listed the four or five drugs that I know are teratogenic in the 
human. There are a lot of animal studies which may or may not be 
relevant. We know vitamin A is a teratogen and we excluded the 
vitamins from any consideration at all. 

Vitamin A is a teratogen in animals. There are specific differ- 
ences that have to be taken into consideration. 

Dr. Brackbjll. The most frequently administered obstetric 
drugs— this is not unique to the University of Florida. I checked 
with other universities such as the University of Michigan, and it 
is very much the same. 

In rank order of frequency, first it is dextrose and sodium Shlo- 
ride. Maalox, oxytocin, promethazine (Phenergan), Meperidine 
(Demerol), lidocaine, nitrous oxide, Fentanyl, anestine, curare, pen- 
tothal, nesacaine. atropine, magnesium sulfate, and halothane. 

Dr. Ryan. We should be cautious here because Dr. Brackbill is 
using a more inclusive term for teratogenic than the one that is 
ordinarily used. 

She would include a behavioral effect as teratogenic result of 
these drugs. I say the data on those drugs is limited. 

Dr. Brackbill. Most of the studies are structural teratology stud- 
ies and they include various aspects, including decreased birth 
weight, digital defects, abortion, cleft palate, delayed ossification, 
skeletal abnormalities and growth rate. 

Mr, Gof£. I don't want to get bogged chwn in definitions. 

Dr Rvan. I think the quality of the testimony is important. The 
thing 1 would submit is there is a confusion here when you use the 
word teratology in Dr. Brackbill's context and you quote for in- 
stance that oxytocin might cause a cleft palate, when the drug is 
not used at a time when it could cause cleft palate. It may cause 
something else later on. We don't have time, but there are deep- 
seated differences in terms of the scientific evidence that people 
are willing to accept. 
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Mr Gore We are going to get into those, but they make it all 
the more important for mothers to have available to them the best 
information so they can make an intelligent choice 

Dr Ryan You said in your letter, are those women therapeuti- 
cally deprived? Atfe they therapeutic orphans? 

You just have Jo ask the questions, what about aspirin? I agree 
tons of it are used What am I supposed to say to a woman? I will 
tell you what I generally say 

Use during the first trimester of pregnancy should be avoided. If 
you can't stand your headache, take it. 

Mr Gore. What about the concerns raised by others, when you 
say that and when doctors generally say that the statement carries 
with it an implication that use of the same drugs in the second two 
trimesters is okay? 

Dr Ryan The only thing you can say about its use in latter 
trimesters is they can't cause the same kinds of abnormalities. 

You can t presume they are okay 

Dr Brackbill Excuse me. The period of risk' for both structural 
and functional teratogenesis extends well beyond the first trimes- 
ter. Certainly for behavioral teratogenesis, until the point at which 
the central nervous system has stopped developing at its most 
rapid rate * 

A recent study has been done and submitted for publication 
comparing the effects of nitrous oxide and haothane on mice. Acute 
administrations of the drugs are given to one group prenatally and 
to another group or just after birth. The effects on motor develop- 
ment, locomotion and motor reflexes are the same for the two 
periods of administration 

Mr Gore. It seems to me the real question remains, do you or do 
you not warn the mother of known potential effects 9 

Dr Ryan. The answer to that question is, you should. They 
should be informed. 

I would include my caveat, however, I don't condone trivial use 
of drugs That takes away part of the issue. If the benefit of the 
drug and the efficacy are tremendously important to the pregnant 
woman then I think you have something to work with. 

I don't think we should discuss trivial use of drugs 

Mr. Gore You answered the question yes we should warn moth- 
ers of the potential effects. Unfortunately the answer to the ques- 
tion, do we, is no They are not warned today 

Dr Ryan I can tell you that efforts are being made National 
foundations, such as the March of Dimes, so the Kennedys came on 
TV You hear it over the radio. You asked how do you educate 
people I think you have to pay attention to how people get educat- 
ed in this country They are informed over television 

I think efforts have been made by certain foundations that are 
concerned with birth defects like the March of Dimes, to try and 
educate people Every time you have a public hearing and it gets in 
the newspaper, more people read it 

Mrt Shamansky Are you satisfied with efforts bv the Food and 
DruiT Administration or Health and Human Services to educate the 
-public 7 
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Dr, Ryan. No, I think they could do more, but I arn sympathetic 
to their problems. I have heard Donald Kennedy speak about this. I 
am sympathetic to the problems of the bureaucracy and funding. 

Mr, Shamansky. I am sympathetic with funding too, but absent 
a program, what is there to fund? 

Dr. Ryan. Good people When I talked about the bureaucracy, I 
had in mind turnover of personnel and the kind of people you have 
doing these jobs. That is w hat there is to fund 

Mr. Gore. Let me compare two statements made by our two 
witnesses here. 

On page 4 Dr. Brackbill states. 

When such experimental^ drug* are used on pregnant and parturient women, 
those women become experimental subjects and mu>t give inarmed consent for 
experimentation as well as informed consent for treatment 

None of the mothers in our itudv had given informed consent for the administra- 
tion of experimental drugs 

On page five of your statement, Dr. Ryan, you say that: 

Studies can be ethically conducted during human pregnancy if the investigators 
adhere to the principles of respect for human 1 if**, benificence and justice It wou*i 
be unethical if studies are not performed which thereby would deny availability o c 
the drugs to women and ft*^jr offspring 



Now, the question of thfcgjecessity to inform women, it seems to 
me, is at the interface between these two statements. 

Dr Ryan. Let me clarify that In the end it is ironic, but it is 
true I agree with most of the conclusions Dr. Brackbill comes to. 
We just come from a different perspective. I don't disagree with the 
recommendations she has made, but I think the point is that using 
each individual pregnant woman as an experimental subject does 
not generate the kind of information that you are talking about. 

You need sophisticated studies prior; to the fact that these drugs 
get into use where each pregnant woman becomes an experimental 
subject for her individual doctor and he has to say 'This drug is 
not approved for use by FDA." 

It was only recently that Ritodrine, a drug used to prevent 
premature labor, was approved while this drug was used in Europe 
years earlier. There is a certain slowness in the FDA, and medical 
progress goes faster than they. You get drugs getting into use when 
adequate studies have not been carried out 

Mr. Gore. Our next panel will talk at some length about Rito- 
drine but could you state more specifically the parameters you 
think would have to be followed if such research using pregnant 
mothers in this way is to remain ethical and within human 
research regulations? 

Dr Ryan. I would refer you to our commission report, but I will 
summarize. 

Mr Gore. I read that last night. 

Dr. Ryan. I would summarize because that was the first report 
we put out. Research in human pregnancy not only would be 
ethical, but should be encouraged in line with our discussions 
today Drugs should be adequately tested in animals for 
teratogenicity including in subhuman primates. Drugs should be 
tested in adult men and women prior to being used in human 
pregnancy and drugs should be demonstrated to be reasonably safe 
and efficacious for the medical indicators proposed. Then that drug 
has a place in humar pregnancy. Only after that time should one 
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start the study in human pregnancy. The drug has already gone 
through an elaborate testing process, but vou are not now testing 
whether it works You know it works reasonably well. You don't 
know oi any adverse effects, but now you want to see if -any occur. 
That is the kind of study I think all of us are asking for. 

Mr Cork I want to recognize Mr. Walgren, but I want to make 
a brief statement first. 

It seems to me when a pregnant mother is involved, the fact that 
the fetus is put at risk ought to lead society and FDA, as the 
instrument of society, in this area to bend over backward to pro- 
vide more information rather than less to the mother of that fetus 
in order that we protect fhe fetus against the possibility of the ^ 
harm whi'.h results, but in fact that has not been the response of 
society or the response of the FDA. j 

We will pursue this more later. Let me recognize Mr. Walgren, 

Mr Walgren Dr. Ryan, you indicate on page 2 of your testimo- 
ny that a drug should not ordinarily be used in pregnancy unless 
needed and its efficacy— underline efficacy— is known I ha/e been 
trying to understand the relationship of Bendectin to the medical 
profession, and I understand this is an area that has been gone 
over- 

On the other hand, at a recent session of an advisory committee 
on maternal and child health, Marian Finkel of FDA said for the 
record that "The effectivness of Bendectin in cases of severe nausea 
and not responsive to nondrug methods has not been established " 
That is a direct quote. It has not been established. 

My question is, where are we on that issue, to your knowledge? — 
It seems if you apply the statement that you make on the record, 
that you certainly would not encourage the use of that drug. 

Dr Ryan I do not encourage the use of drugs during the first 
trimester of pregnancy, but I can tell you some pajtients are quite 
ill. and will take medication' even if thev are warned of potential 
risk 

Generally, if we have a patient that cannot Cope we will hospital- 
ize them for nausea and vomiting, but this is rare. T do not encour- 
age use of drugs during the first trimester because there are un- 
known risks and the problems are usually self-limited 

There are patients who tolerate discomfort poorly, and they want * 
.something for help * f 

Mr Walgren On one of Jhe things that strikes me in this area 
is that every pregnant woman does experience nausea— or by and 
large— and put a drug on the market and actively market it for 
relief of that symptom and one everyone is going to'complain about 
and probably most people that have never been pregnant are ap- 
prehensive about and wonder what that experience is going to be- 
lt seems to me there would be a tendency for overuse of that drug 
or use- under circumstances that are not ultimately compelling 

Mv f>rohkm is I read the label on the drug and it is in such 
confusing language that any warning or true restriction of that 
drug to tiie ultimate case where you really would feel that the risk 
whatever it m may be justified because of the need of that pa- 
tient—the warning is so diluted that I would think commonsense 
tells us, people are taking this drug way beyond what vou recom- 
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mend, what FDA recommends, and even what the manufacturer 
recommends ' 
Do you have any suggestion? 

Dr Ryan We are a drug-taking society The taking of mood- 
altering drugs, tor example, is extraordinarily high. I am not here 
to grandstand about abuses in the drug industry I am talking just 
about pregnancy. We all know the first trimester is a high risk 
area. Later on in pregnancy the risks are less when known. 

I would recommend that we avoid drug use unless 'all else fails. I 
think there are alternatives and a lot of what the patient does will 
* depend upon the kind of care and support she gets from the health 
care s\ stem. 

Mr Walgren You rely on FDA to represent that a drug is 
ineffective, do you not? 
Dr Ryan. Yes and no 

Mr Walgren There would be no point in prescribing a drug 
that was not effective. 

Dr Ryan. I think at the minimum I would say yes, but I do try 
and get students to go back and look at the original studies and see 
what was done to establish the efficacy of the drug, whether or not 
there were controls, whether they were blinded. 

There was discussion earlier about whether the drug design was 
available to FDA I would like the FDA Commissioner to respond 
to that I can assure you that the drug design is a critical part of 
the drug approval process, and the FDA ordinarily controls the 
nature of the drug design. 

I think you should pursue that We do rely on FDA and their 
advisory committees to help us, but we also try to go back to the 
original literature as well * 



Mr Gore. Thank you 
A couple of more brief questions. 

First, it is true, is it not, that you were chairman of the National 
Commission on Research 

Dr Ryan. Protection of human subjects. 

Mr Gore You all concluded that th? mother should not be 
allowed to consent to participate in nonth^rapeutic research direct- 
ed at the fetus after a decision to abort. 

Dr Ryan Yes 

Mr Gore I agree with that decision, but the reason I make note 
of it in the record at this point is to highlight the fact that that 
decision does represent a barrier of sorts to the acquisition of more 
information in this particular area. 

I think it is an appropriate decision and a barrier that should 
remain, but in discussing the absence of data we ought to realize 
that some of the absence of data is due to that ethical decision. 

Dr Ryan May I also respond to that because I think that we 
received a lot of testimony about the need for research, involving 
aborted fetuses and the need for that kind of research is not great. 

I don't think we should use the abortion issue, to cloud the whole 
question of appropriate research on pregnant women in which the 
concern is the future health and well-being of children. 

Some people say because of informed consent you can't do 
research now, or if we had to apply our regulations today, we could 
not have done such and such research done in the past 
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I fin 1 that argument specious* anu used as a rear guard attack on 
any regulations with respect to human research 

Mr Gore. It was a close vote on the commission, was it not'' 

Dr Ryan That report was the first one the commission complet- 
ed We were under the gun from Congress because there was a 
moratorium on fetal research which stopped all kinds of research 

Scientists would not do any research in pregnancy at that partic- 
ular time. At the end of 3 months, we rendered our report and 
suggested that the moratorium be lifted 

.Mr Gore. Mr. Shamansky 9 

Mr. Shamansky. Thank you, Mr Chairman. 

Dr Brackbill, I was so taken— and I think the chairman respond- 
ed the same way — with the commonsense aspect of your suggestion 
that there be two versions of obstetric medical information, one for 
the consumer and one for the professional 

Why in the world isn't there 9 

Dr Brackbill. That is a question that ought better be directed I 
suppose toward the Commissioner of FDA and the head of DFJHS. 
It is very possible to displease effective consumer information U.S. 
Pharmacopia is starting to dispense information for patients that is 
in readable English, yuritten at a 6th-grade level. They were shoot- 
ing for 4th-grade level, but they ended up with 6th-grade. It is 
eminently understandable and clearly written They ^are at present 
dealing with drugs frequently used in pregnancy. 

Mr Shamansky Is there resistance coming from the drug com- 
panies to using the two versions 9 

Dr. Brackbill I don't know how extensively U.S. Pharmacopia 
is distributed, particularly the dispensing information for patients. 
This is something that is a relatively new item in their production, 
and of course it is privately funded. 

It is not due to any FDA efforts— as a matter of fact, they did 
have some resistance from FDA to their undertaking this task/ 

Mr Gore. If I could be so bold as to advance an answer to my 
colleague s questions, I don't think there is any doubt whatsoever 
that the pharmaceutical industry has so strongly and violently 
opposed a greater effort to provide information directly to the 
consumer 

It is purely financial both with respect to the cost of printing the 
information and perhaps with respect to the concern that the 
greater availability of that information w T ould lead to a dramatic 
reduction in the use of the products being manufactured so profit- 
ably today 

That is exactly what I believe The import of your study, Dr 
Brackbill, is that in fact pregnant mothers do not have the 
information to which they are entitled as citizens of this country. 

Mr Shamansky Just the one question Is there anything neces- 
sarily irreconcilable between the goals which Mrs Haire is seeking 
and what you think is fair? 

Dp Ryan Not at all, but I don't want to be misunderstood. I 
have not read the L"j or 20 recommendations she made in detail 

Mr Shamansky I am not talking aboht the recommendations. I 
am talking about the general thrust \ 

Dr Ryan With respect to the recommendations that Dr, Brack- 
bill made, I am in complete agreement that patiei >ught to be 
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informed It ought to be a svstem of information that thev can 
understand 

I don't know whether we have done enough iesearch on the type 
of information that should he given to patients Thev are beginning 
to look now at this There was this concern about a package insert 
for estrogen use postmenopausal^ 

I think that we are better off. with mire public information, I 
agree with Mrs ILare Phvsieian-. are bette? off, and drug compa- 
nies die better oft when more complete information is provided 

Mr Gokk Thank vou verv much Thank* to vour patients, who 
have been inconvenienced bv your appearance here todav Dr 
Brackbill. thank you for vour testimony and the excellent* work 
you lave done in this area We appreciate it 

ir (jORK Our next panel consists of Dr Phillip Goldstein, chair- 
man ol the Department of Obstetrics and Gynecology at Johns 
Hopkins L'niversit> MedicaJ School. Dr Sanford Cohen, chairman 
of the Department of Pediatrics, Wavne State University, anfi Dr 
Sumner Yaffe, professor of pediatrics and pharmacology at Chil- 
dren^ Hospital in Philadelphia 

If you would make vour wav to the witness table 

Welcome, gentlemen We certainly appreciate your willingness to 
come here todav and vour patience throughout the morning With- 
out ^object ion, your prepared statements will be put into the record, 
and we would like to begin the presentations with you, Dr Gold- 
stein 

Welcome, and please go ahead 
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SI .MNKK \ AFFK. PROFKSSOR OF PEDIATRICS AND PHARMA- 
COLOGY, ( HILDKFNS HOSPITAL, PHIL \DKLPIII \, PA. t 

Dr Goi.dstkjv Thank vou wry much 

I will probablv deviate from my prepared statement several 
times since it is in m> nature to ramble I am a simple country 
doctor from Baltimore, and we tend to do that 

I would like to indicate, though, that there was a question raised 
earlier about ultrasound m two or three issues, and as a high risk 
obstetrician, we do Use ultrasound a lot 

1 would like to call the committee's ittention to a pher amenon 
that you are probablv familiar with If vou are going to look at the 
outcome of ultrasound, vou have to control that outcome based on 
the indications for the use 

Now, if vou have people who are having abnormal bleeding or 
abnormal presentat ion. abnormal uterine growth earlv in pregnan- 
cy, and vou suhjeU that tvpe of people to ultrasound, one of these 
questions 1 would you to ponder during the remainder of my pres- 
entation is how are vou not going to offer ultrasound to naif a 
group and say that the outcome in one group was better or worse 
than the outcome of the former group*' 

1 am sure Dr Slone will discuss that -a I greater detail 
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Mr iUmb. Obwoush mju can t It is the same kind of limitation 
th.it hampers the acquisition of data in other areas that this issue 
raises 

Dr (ioinsTFiN I did not want to leave the issue of ultrasound 
hanging as to there is something that is being perpetrated daily 
and the outcome of a patient with who requires ultrasound would 
result in an abnormal letus In fact it might be exactly the oppo- 
site, but that is another storv 

Mr CJoRK But a second-best study could be done The best kind 
of studv from a clinical point of view would be the one you de* 
scribed, which cannot be performed A second-best study would be 
to follow up the outcomes of fetuses upon whom ultrasound was 
used and compare it to a contn ' group that had not been subjected 

ultrasound 

Dr Goldstkin, I smiled at >our second-best study Maybe we will 
talk about that in a second Let me continue 

1 also w^nt to thank whoever designed the introduction because I 
feel like queen for a da> I am not chairman of Johns Hopkins My 
boss would probably get ver\ nervous, 

1 am obstetrician and gynecologist-in chief at Sinai Hopsital in 
Baltimore This Is one of the largest, if not the largest obstetric 
service in the State Dr King *s the professor and chairman, I am 
salaried hv the hospital, and I specialize in high-risk pregnancy, or 
maternal Mai medicine 

1 am. therefore, in position to view the medical care of the 
pregnant women from both academic \nd private practitioner 
points of \ iew 

The outcome of these pregnancies i„ a paysically normal and 
heaith> hahv at least W) percent of the urne The other 6 to 10 
percent vield babies who have either congenital heart disease, cleft 
lip and or palate or some other anomaly. 

It took many years to define this four- t„ eight-fold increased risk 
in such situations because of the small number of such pregnancies 
each vear and the poor reporting network that existed for so many 
\ ear*. 

This stresses the need to maintain i good surveillance program 
for epidemiological research However, now that this risk is known, 
what can a phvsician. what can a regulatory agency establish as a 
procedure to follow or a general p< licy for each young woman 
v\ ithuut epilepsv 

Some phvsicians suggest that ah such women should be advised 
never to have children Others suggest that medication should be 
-topped when pregnanes is planned, or occurs without {Manning, a 
ver\ hazardous suggestion, not taken seriously by most physicians 
s,n(e <j woman who need.- the anticonvulsant therapy Van be 
harmed and her pregnancy jeopardized if drugs are discontinued 
arid seizure^ allowed to occur without greater frequency, while 
othvr^ including me — sugge-t that women without epilepsy that 
requires treatment should not receive anticonvulsant therapy into 
then ehiid-bear ing years because of an old history of a seizure 
disorder and women who truly need treatment receive the treat- 
ment and encouragement that, while warning of the risks, stress 
the po^inw -ale nl the availahle data, that is. more than 90 
pen en! of the time the balw will be normal and in most cases 
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where abnormalities ucur. the abnormality is not life-threatening 
arid can be repaired surgical I \ 

This is medical practice, and it cannot be regulated effectively by 
an agencv such as the FDA Government could impact on this type 
of problem through stimuli thct will improve all phases of medical 
education in this important area and through regulations that 
mandi*'e intensive post-marketing scrutiny of the outcome of preg- 
nancy when a new drug is introduced into clinical use for condi- 
tions such as epilepsy— and th^e are many other— for which rea- 
sonahlv good agents are already available and we know the risks 
these agent* pose 

I will not expand upon the type of aberration that may lead to 
fetal growth retardation since time as short, but I would like to say 
a few words about the problem of early infancy functional 
problems, since these are truly pediatric issues and are probably 
far more frequent historically than the more dramatic teratological 
conditions we hear so much about 

These functional abnormalities may involve attention span, the 
abilit v to respond appropriately or to extinguish responses when 
appropriate after visual or auditory stimuli They may involve 
sucking efficiency or the sleep-awake cycle They may last only a 
few hours or a few months, but thev are real, and their long-term 
implications are still not known 

The drugs that produce them are generally administered to 
deaden pain or to alter the state ot consciousness and/or awareness 
and anxiety in the women during the course of labor 

The FDA may have a role in protecting infants fro the as yet 
unknown consequences of the apparently temporary ^iterations in 
function mentioned above The agency might attempt to develop a 
statement for the labeling that goes with any drug that affects the 
central nervotis system or behavior which points out that all such 
drugs should be used with discretion during labor since they have 
the potential to depress the newborn infant's functional capabili- 
ties for a variable period of time after birth, as well as the 
woman's, when administered prior to tho infant's birth. 

Finally, let me state that the pregnant woman is considered to be 
a member of a special group whenever there is discussion concern- 
ing the ethics of human experimentation. Other special groups 
include minoi children and institutionalized individuals, whether 
retarded persons, prisoners, or residents of a psychiatric facility. 

Pregnant women are special in the main since the risks to the 
fetus of investigation on the woman may not be known and, even if 
known, there is some question of the ethical and legal status of her 
consent for research that will affect her fetus. 

One major advance that I would like to encourage is the develop- 
ment of a mechanism whereby as much information as possible can 
be gleaned for our future knowledge from careful studies of 
women, their fetuses, while still in utero, and their infants after 
birth, when there is a true medical indication for the introduction 
of a new drug's use, or the use of an older, poorly studied drug, 
during the pregnancy 

Su~h studies will be in a much clearer ethical and legal position 
but will require the availability of skilled individuals in a number 
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of locations to take advantage of the clinical situations as they 
arise. 

The subject of drugs and pregnancy is extremely complex Very 
simply put, I see the process as being one in which all parties who 
take care of pregnant women agree that there are likely to be 
"victims," the children. But, who are the "criminals" 9 The mothers 
who inadvertently take the drugs 9 The FDA for not having the 
wherewithal to properly test drugs, especially on humans 9 The 
physicians who prescribe drugs believing truit the drugs are useful 9 
Or, the drug company who develops a drug which they feel will 
impact on health in a positive sense 9 There is no question that 
some drugs are likely to affect the fetus On the other hand, there 
is no question that some drugs are extremely necessary in the care 
of pregnant women and the risk versus the benefit of these drugs 
must be weighed 

Consider the dilemma of the delivery r v a premature child Al- 
though we know ot several factors tha. predispose a pregnant 
woman to give birth prematurely, the most common s.tuation is 
one in which the pregnant woman goes into labor prematurely 
without apparent cause The major cause of mortality in newborn 
infants is prematurity, because the premature is born with lmma- 
turely formed organ svstems such as th» brain, the lungs, the 
kidney, and the liver Such children are extremely fragile anci,are 
at risk for birth injuries and complications of care Therefore, the 
prevention of such labor is one of medicine's highest priorities In 
an effort to prevent premature birth, drugs have been used for 
several decades to inhibit uterine contractors 

One class of drugs is based on a family of hormones, one member 
of which you may recognize by the name "adrenalin." Adrenalin 
itself is not used as a labor inhibiting agent Such hormones, when 
altered by skillful chemists, can be changed so that some of their 
troublesome side effects are reduced, and their more desirable ef- 
fects empha^iz^d One such de^r^hfe effect is the inhibition of 
labor Since these agents affect many organs in the body, and since 
they travel from the mother through the placenta into the baby, 
the need to evaluate the long-term side effects of such agents is of 
critical importance To date, despite the fact that such drugs are 
being used, some with FDA approval. little comprehensive long- 
term followup with appropriate controls is ongoing in the children 
who receive the drugs while their mother is in labor, whether the 
labor stops or not 

Obviously this drug fails in a reasonable number of cases, and as 
a result, the child is born with the drug physically measurable 
onboard Here we have a situation in which literally millions of 
doses of these drugs are reaching the most fragile of our newborns, 
the premature, without a scintilla of evidence to support the con- 
cept that in 21 years behavioral change will not cv »r in these 
children, changes which may be contrary to normal .v_,ety Alter- 
natively, should such drugs pro\e to V extremely effective and 
hundreds of premature infants are saved but i in every 100 is 
damaged as a direct result of the drug, what do we do then 9 Do we 
focus on the 0!) who might not be alive except for the drug or on 
the one, the casualty, the victim 



ERIC loi 



IT- 

Has is not rrif f t* conjecture on my part 1 am ^ure vou art 1 
familiar with the recent medical sterv m which diethy Ni llbe-tro], 
or DKS, was given to pi tenant women in the mistaken belief that 
the pregnancy would be helped and supported hormonally by the 
dr.ug ihe female oiNpnng di the mothers who receded DES seem 
to be ai risk tor the development of an unusual form of cancer of 
the female reproductive system This -earner, of course, is not going 
to be present as >oon a- the child is bom. but may appear at an 
unknown period of tupe tar along in the* young woman's lifetime 

This then illustrates that todavs dfugs mav not cause disease for 
iitefaliv \ears alter the baby s birth Hut the, physicians who pre- 
scribed the drug certainly never intended to damage the children, 
a- -or ne media coverage make the situation seem For another 
extreme example, one can simply look at the apparently most 
mnoiuous agent, vet most vital agent, used in treating premature 
mtants The agent is oxygen Certainly, nobody would deny t hi i 
oxygen is a vital component to medical care for individuals naving 
respiratory distress Unfortunately, as many as 10,1)00 children 
were blinded as a result of the Use of oxygen 

Dr William Silverman has used this example to try to impress 
"n the rest of his medical colleagues that only by controlled clinical 
tnals can we evaluate any agent He has a No -tressed that blind- 
ness of a similar nature ociurs even without high oxygen, which 
child would have been blinded anyhow lie has almost despaired of 
being able to lonvinee the American public and, indeed, his 
medical colleagues, that just 'because we feel good about a therapy 
does not mean that the therapy is, in fact, a good one A great 
professor has stated, "I can give all of my patients a drug, I can't 
mve half of my parents the drug " 

The* control ot which I speak probably cannot come from the 
Federal Government through FDA The control must come from 
clinical triaN conducted m environments' m which scientific in- 
quiry can be allowed to flourish Consumers should have input into 
the process since the system exists to benefit, not hurt, them In 
such an environment, multiple drugs which inhibit labor, for in- 
stance, might be compared on a national basis The epidemiologists 
and bioethicists have more to say on this subject. I am sure 

I would like to address a few questions about the role of the FDA 
and drugs m pregnancy I can understand and appreciate the con- 
cern that those of us who use drugs in pregnancy are never com- 
pletelv sure ot -untie or not so subtle side effects which may affect 
the letu- I also understand that the FDA is the watchdog of the 
American people, whose job it i- to protect citi/ens from untoward 
events relative to drugs Realistically, however, how is it possible to 
monitor ail drugs used and all effects identified'' Such a surveil 
lance is clearly impossible and would stretch our resources far 
beyond their capability to expand 

^ I mentioned to Mrs Haire that if the aspiration for oversight by- 
FDA were to be fulfilled, it would make the Pentagon look like an 
anthill I'ltimatelv. we will always be dependent on the appropri- 
ate controls of science, phvsieian compliance, and patient 
education 

If I may, I would hke to indicate to you some of the problems 
with which both the practicing obstetrician and the academic ob- 
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yMetnnan rnu-t deal in -UlL dru^ truiN Fust of all, people must be 
randomized a-. !o tho-e who receive and those who don t receive 
drugs The aowU of indignation which mav result when the public 
perceives that a (inn; is bejng withheld from one group is very 
evident in the recent Lift rile controversy * For instance. Mrs 
Huires well-meaning criticism of drug effects as a consumer advo- 
cate, could ejail\ he matched bv a omen who received idRor pain 
relief and tru*nk (iod lor it 

What are the physiologic results of unrelieved discomfprt in the 
tetu-' Psychological imbalance, emotional imbalance When a 
woman is terrified, there is r>o question that there mav be— there 
h a di-tinct possibihtv that the hormonal response to fear may 
have an adverse effect on uterine hlood flow and on into the 
intrauterine passage 

Mr (fork I am compelled t«; interrupt at that point, if I might 
briefly The very suhtle and default ethical issues which are raised 
bv exposing the fetus as well as the mother to drugs which carry 
n-k with them J think m the past have been short circuited by an 
a— umption on the part of too many that the fetus is also put at 
rNk bv pain experienced bv the mother The amount of evidence to 
'•upport that link is how much'' I.- there any' 1 

I)r (ioli)stkis' Ye-, there is Mr Shaman^ky was addressing that 
question to Mr Ryan in a little bit different way which is why the 
medical profession ha^ not responded in a certain wav to known 
event- You mav be surprised to hear that there mav be some class 
strata in academic medicine and there 1- no question that a fine 
amount of restart h en the effect of catcalmine release, which is a 
fear producing horrn >ne, in fact, mav have significant' effect on' 
fetiu- and labor That is m the subhuman primate, and as a conse- 
quence, it i- subject to critical review 

Similar data is not available in the human, but there is a decent 
hndv of inclination a haul latcalmine release in the suhhuman 
primate 
4 Mr, ( jam Please proceed 

f)r (imj)sTKlN* Another problem obstetncallv is the precise* defi- 
nition of premature labor I'tenne contraction or labor pains com- 
monly recede spontaneously and nor all women who have uterine 
contraction- will continue in premature labor Second, what we 
know about premature labor e that the more advanced m * 'hor 
J he patient becomes as evidenceo! by changes in her uterus, the less 
,'ikeiv we are to he ah " to 'up that process 

So the nvM important controlled clinical trial that we could 
develop would, bv necessity, involve a large number of women, 
whom we know bv experience would never continue to go on to 
deliver a premature ehild Yet. we would have to include them in 
order to guarantee that we would know which drills would be 
effective in -topping the rest vvl o might have delivered 

Needless to sjv . the numbers of women which would have to be 
recruited would be tremendous since the 1 large percentage of each 
group that was u-ed as the control group, meaning receiving no 
drugs, would probahly stop spontaneously Another problem with 
such a studv would be that the term of the followup of the mfagts 
should be do/ens of vears While awaiting the outcome of such a 
trial, we would be denviru* women curren'H in premature labor 
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the use of an agent which, to the best of our information, seems to 
be verv effective in stopping labor 

Another problem is the woman who would choose not to be a 
part of such a study, w'hich of course would be their right But that 
would mean that the study groups were, in fact, biased b> selec- 
tion And what if in 21 or years, the offspring who are boiru who 
had the drug during the premature period, and were suce£>sfullv 
kept in utero, manifested some behavioral change or an abnormal- 
ity which seemed to be related to the drug' Would the manufitftur- 
ers or the physician who used the drug and possibly saved the 
child'* life be subject to a medical malpractice suit? 

I wa* interested in Mr Bingham's presentation because in the 
l"ith or Hith paragraph which he submitted from the newspaper — I 
believe it was called the Co-Op News— it mentioned that the indi- 
vidual who had the brain-damaged child had a suit against the 
institution in which the alleged offense had occurred. The institu- 
tion offered the plaintiff an award, an amount of money However, 
the plaintiff turned down the award, and the trial was brought to 
suit and the defendant was found not guilty So a jury of peers in 
one of the indexed cases helping to promote this topic found the 
defendant in the case not guilty 

Mr Gore I am not sure what you mean. Do you mean the 
question Would the manufacturers or the physician who used the 
drug and possibly s^ved the child's life be subject to a medical 
malpractice suit'* I know you are not advancing that as a reason 
for not doing the study 

Dr Goldstein No, I think it is a question that needs to be 
answered and some clear direction given 

Mr Gore it comes at the end of a list of difficulties that would 
be encountered in doing the study Do you intend that to be an- 
other difficulty 0 

Dr Goldstein Absolutely If you are going to recruit private 
physicians, they need home assurances that in conducting a trial 
for the good of mankind they are not swept up in some practice 
which, in fact, is going to seriously impair their ability 

Mr Gore So you do mtm that*' 

Dr Goldstein Sure 

Mr (tore I understand what you are getting at. Please go ahead 
Dr Goldstein While we are focusing on the premature as a 
fragile recipient of drugs, the apparent effects of alcohol and smok- 
ing in causing rtremature and low birth weight babies far 
outweighs the consequences of other drug use In fact, it is very 
likely that smoking, alcohol, and poor nutrition cause as much 
mischief in human development as all other drugs put together. 
Should good nutrition be classified as a "drug" by this commltte*? 
U this inquiry has as its goal the overall health of the Amen^n 
people, decent prenatal nutrition must be the cornerstone 

Obviously the environment in which drugs are given depends on 
the state of the recipient ingesting the drug A poorly nourished 
person will have a different drug interaction with nutrition, for 
instance, than a well-nourished person. For instance, in a good, 
well-balanced diet, prior to and during pregnancy, iron tablet sup- 
plementation might not even be pecessary * Yet, iron provision is a 
common drug used in pregnancy 
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Lastly, the media are not an appropriate forum for scientific 
inquiry and debate The New Kngland Journal of Medicine has a 
policy that am luiding, drug related or not, which has been re- 
leased to the press before a board of editorial policy has reviewed 
the adequacv of the data and the adequacy of the conclusions will 
not be published on its pages One cannot have an emotional and 
strident debate which polarizes groups, consumers versus providers 
and expect to see improvement in the way we care for women and 
children Onlv b\ the use of calm, scientific, objective inquiry are 
we going to be able to identify whether we are doing better or 
worse than we might have done without the technology currently 
available 1 ' 

I want to thank you for allowing me to be with vou todav, and I 
would like to try to answer any questions which mv presentation 
might have generated 

Mr ( JoRh Your last paragraph should not be interpreted, should 
it, as a recommendation to withhold data from consumers and 
allow it to appear only in scientific journals 7 

Dr (ioi.nsTKiN No The fact that Mrs Raire had something to do 
with me being here. 1 think, lends credibility to the fact I don't 
think withholding information is in any way going to improve the 
health of our people I think you should never withhold 
information, but the information has to be presented in an objec- 
tive form 

All of us can cite the sensational beings extracted out of a paper 
which in fact may have been conjecture on the part of the author 
m the diMiisMon part of a paper which may or may not apply to 
the data which the author has generated 

Mr Gork Let me note in passing I certainly agree with vou 
about the nutrition, and -moking, and alcohol No question about 

Mr (iim Thank you Now. Dr Cohen 
Dr Coins rhank vou, Mr Chairman 

In addition to the title which is listed for me as chairman of the 
Department of Pediatrics at Way np State University. I would like 
to identify myself with some of the other things I do t am also 
pediatrician-m-chief at the Children's Hospital of Michigan in De- 
troit I am also an associate member of the Department of Pharma- 
cology at Way no State and an adjunct lecturer in the School of 
Public Health at the University of Michigan 

I have been a student of some of the issues being discussed this 
morning for nearly l'o \o cU . I have taken the liberty of distribut- 
ing to staff copies of two papers on the subject of ethics of drug 
research in children 

I should like to point out at the outset that while not an apolo- 
gist jor the Food and Drug Administration I have been quoted as 
an admirer of the way the agency acquits itself so well in general, 
in the face of an impossible c barge It has perhaps* the most numer- 
ous and disparate respmiMhihl ies ni am comparable governmental 
regulatory body in trV world 

Furthermore d, (he area of protection of the fetus and newly 
born the FD \ ha* n\\iui.\Uu\ responsibilities that far out strip any 
human agem y s >\ rt \ r% tu UiIK comprehend, let aioae fulfill This 
is due t«. ih<< hmln/y of devc lo|»mi a and because of the value of the 
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possible embryopathy and tetopathic effects of foreign compounds 
introduced during a woman's pregnancy 

There are four main types of pathologic ef/ects that may be 
ascribed to drugs taken during pregnancy. These are ill severe 
abnormalities of embryonic, fetal, or maternal physiology which 
lead to intrauterine death and or spontaneous abortion (or miscar- 
riage); ^ structural defects in the developing fetus iteratogenesis) 
■•»» growth retardation during intrauterine life, and (4) functional 
detects, which frequently manifest themselves during the periods of 
••arlj infancj that follow birth It must be recognized that human 
pregnancv and fetal development is unique in biology in more than 
its end product there is no other species which has the same 
combination of tjpe of placentation. duration of normal festation 
exposure to changing environmental and emotional conditions' 
variation in dietarv intake and rest-exercise cycles, and a host of 
other characteristics of the human To be sure/many specific char- 
acoustics are mimicked by other species or can be produced in 
laboratories, but a* in other issues involving a question of vari- 
ations from a broad range of what we refer to as normal situations 
only the universe of human gestations and births are the proper 
control for mrths which occur under certain unusual conditions 
*>Ui n a.> in the presence of drugs 

While there is no certamtv. it is likelv that a drag which dis- 
turb, pnvsiology enough to cause fetal death in man will also cause 
death or at least obvious deviations from normal in laboratorv 
animal species Thus, initial screening of drugs in the laboratory 
should reveal which ones must be excluded from use bv women of 
childbeanng age who may become pregnant during the course of 
therapy Of course it must be understood that, as is always the 
case, this general .statement should be modified m specific clinical 
situations For example, if the drug in question is the only one 
avaiianie to trea' a seriously ill woman, it might be indicated to 
presoibe it with the caution that she take steps to avoid pregnan- 
es and worry about the product of a pregnancv that occurs despite 
the warning aiterwards 

Furthermore, should a drug slip through such screening prac- 
tices its effects upon fetal development should become known very 
shortly after it is introduced into clinical use, if there is an appro- 
priate method available to accumulate data on miscarriages in 
women who have taken the drug 

Structural defects are produced during the period when struc- 
tures are being formed, or during the preceding periods when early 
embrvonic cell* are being organized to form the structures The 
Period of organogenesis, excepting CMS, in man is completed before 
the M>tn day of gestation, when the two separate precursors of the 
palate fuse in the midline on approximately the .77th day after 
tertili/atfon Ihus, in the human all physical-structural defects are 
produced during a period when many women are unaware of their 
pregnant state and many are produced, or predetermined, during a 
x Period when no woman can be aware o<" her pregnancy 
v The incidence of physical anomalies in our population is aporoxi- 
A/mately :jn p,> r 1,<MM) live births or A to .1 percent Fewer than half of 
these are significant in the sense that they are a threat to the 
infant s normal growth and development or require significant sur 
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gieal intervention Close to 70 percent of these anomalies cannot be 
traced to a provable cause a* the present time Only about 2 
percent are regarded as known to be associated with specific drug 
use early in the pregnancy Intensive epidemiological studies over 
long periods of time are essential if we are to define the associ- 
ations of some of the other anomalies with specific drug entities 
Even after the association is known, it will almost certainly be one 
of increased risk rather than a causative association in a specific 
case Let me use an example to explain the meaning of this 
Approximately A live births per 1,000 occur in epileptic women, 
almost all of whom have received anticonvulsant drug therapy 
throughout their pregnancy and, indeed, for some time prior to 
conception 

The outcome of these pregnancies is a physically normal and 
healthy baby at least !H percent of the time The other b' to 10 
percent yield babies who have either congenital heart disease, cleft 
lip and/or palate, or some other anomaly It took many years to 
define this fourfold to eightfold increased risk in such "situations 
because of the small number of such pregnancies each year and the 
poor reporting network that existed for so many years" This stress- 
es the need to maintain a good surveillance program for epidemi- 
ological research. However, now that this risk is known, what can 
a physician, what can a regulatory agency establish as a procedure 
to follow or a genera! policy for young women with epilepsy 9 Some 
physicians suggest that all such women should be advised never to 
have children Others suggest that medication should be stopped 
when pregnancy is planned or occurs without planning— a very 
hazardous suggestion not taken seriously by most physicians, since 
a women who needs the anticonvulsant therapy can be harmed and 
her pregnancy jeopardized if drugs are discontinued and seizures 
allowed to occur with greater frequency— while others— including 
me— suggest that women without epilepsy that requires treatment 
should not receive anticonvulsant therapy into their childbeanng 
years because of an old history of a seizure disorder, and women 
who truly need treatment receive the treatment and encourage- 
ment that, while warning of the risks, stresses the positive side of 
the available data, that is. more than :)0 percent of the time the 
baby will be normal and in moat cases where abnormalities occur 
the abnormality is not life-threatening and can be repaired surgi- 
cally This i* medical practice and it cannot be regulated effectively 
by an agency such as the FDA. Government could impact on this 
type of problem through stimuli that will improve all phases of 
medical education in this important area and through regulations 
that mandate intensive postmarketing scrutinv of the outcome of 
pregnancy when a new drug is introduced into clinical use for 
conditions such as epilepsy— and there are many others— for which 
reasonably good agents are already available and we know the 
n^ks these agents pose 

I will not expand upon the type of aberration that may lead to 
fetal growth retardation, since time is short, but I would like to say 
a few words about the*- problem of early infancy functional 
problems, since these are truly pediatric issues and are probably 
far more frequent historically than the teratological conditions we 
hear so much about These functional abnormalities may involve 
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attention span, the abi^tv ta respond ^appropriately or to extin- 
guish responses when appropriate after-Visual or auditory . stimuli 
They may involve sucking efficiency or the sleep-awake cycle The) 
may last only a few hours or a few months, but they are real and 
their long-term implications are still not known The drugs that 
produce them are generally administered to deaden pain or to alter 
the state of consciousness and/or awareness and anxiety of the 
woman during the course of labor The FDA may have a role in 
protecting infants from the as yet unknown consequences of the 
alterations in function mentioned. The Agency might attempt to 
develop a statement for the labeling that goes with any drug' that 
affects the central nervous system or behavior, which points out 
that all such drugs Wxou Id be used with discretion during labor 
since they have. the potential tp depress the infant's functional 
capabilities for a variable-period of time after birth, as well as the 
woman's when administered prior to the infant's birth. 

Finally, let me state that the pregnant/Woman is considered to be 
a member of a special group whenever there is a discussion con- 
cerning the ethics of human experimentation. Other special groups 
include minor children and institutionalized individuals whether 
retarded persons, prisoners, ror^^sidents of a psychiatric facility 
Pregnant women are special in the main since the risks to the 
fetus of investigations on th^ womaij may not be known, and, even 
if known, there is some question of The ethical and the legal status 
of her consent for research that will affect her fetus. One major 
advance that I would hke to encourage is the development of a 
mechanism whereby as much information as possible can be 
gleaned for our future knowledge from careful studies of women, 
their fetuses while still in utero, and their infants after birth when 
there is a true medial indication for the introduction of a new 
drug's use — or the use of an older, poorly studied drug — during the 
pregnancy Such studies will be in a much clearer ethical and legal 
position but will require the availability of skilled individuals in a 
number of location* to take advantage of the clinical situations as 
they a rise- 
Thank you for the opportunity to address you this morning I 
look forward to the discussion that will follow these presentations. 
Mr Cork Thank you Now Dr Yaffe 
Dr Yakfe Thnink you 

I would 'hkjf to thank you for the opportunity to ^ppear as a 
witness. The/s Abject under discussion has been of concern to me — 
since I am older than Dr Cohen— for more than 20 years as con- 
trasted to his !.*> 

As the two previous speakers, I also would like to correct the 
academic affiliation listed on the witness list My academic affili- 
ation is with the U n i vers ft y of Pennsylvania, although I am located 
physically as director of clinical pharmacology at the Children's 
Ilospital of Philadelphia 

Mr Gore We w»ll go through the record and make the appropri- 
ate corrections so that people who are in these positions are not 
concerned 

Dr Yakfe I hav submitted for the record two documents, and I 
believe you*Jiave them What I should hke to do is. primarily to 
expedite the discussion in light of the purpose of these hearings 




and, second, because I believe that undernutrition mav be of great 
harm to those of as who are not pregnant, male and female, to end 
my testimony quickly, and thus enable us to have lunch 
^ What I would like to do At the beginning is to briefly respond to 
the nine questions that were posed several weeks, ago I think there 
has been sufficient discussion throughout the morning on several 
issues, which I would like to raise again and offer mv own opinion, 
perhaps providing a little different tack to the answers that were 
given 

The first question is what drugs which are currently on the 
market present a significant risk to the unborn child when used 
during pregnancy That is a difficult question to answer, as you 
have heard this morning, since the risk is difficult to assess. 

There are few relevant animal models, and clinical evaluation of 
safety is in many instances ethically as well as scientifically impos- 
sible to undertake As a consequence— and this also answers ques- 
tion 2— the overwhelming majority of drugs have a disclaimer con- 
cerning usage during pregnancy. 

Therefore, since the risks are unknown, it is impossible to inform 
physicians about specific ad/erse effects On the other hand, as has 
been mentioned by other witnesses, it is possible to educate physi- 
cians concerning the potential hazards which result from using 
drugs with unkown risks 

In this case, the physician must weigh the benefit versus the 
risk, a* he must do. and I would like to emphasize this point, when 
prescribing drugs for any patiei t, whether it be male or female 

The physician must always go through this benefit versus risk 
analysis If there is no benefit, then there is no question to be 
asked, you just don't* use the drug 

I also believe, as Mr Ryan stated this morning, that there has 
^been a considerable improvement in attitude and many of the 
younger obstetricians are aware of what we have been talking 
about this morning concerning the usage of drugs that have not 
been evaluated, unknown risk drugs 

I think there has been a decrease in the usage of nondiscretion- 
ary drugs I wiU get back to that issue later It is impossible to rely 
upon animal toxicology to predict adverse effects upon the human 
fetus 

It is, in my opinion, important that methodology be improved bv 
developing relevant animal models This will occur only Vith the 
elucidation of the basic mechanisms responsible for the production 
of adverse effect 

So. what I am saying is that we need more research into the 
fundamentals of how a drug can produce a given effect during 
pregnancy In my opinion, methodology is improving as our under- 
standing of mechanisms increases 

Evaluation of the effects of drugs upon the fetus when adminis- 
tered to the pregnant woman can be undertaken, as several previ- 
ous witnesses have indicated, with the use of epidemiologic tech- 
niques These investigations can be planned prospectively for those 
uses of the drug where the benefits are great 

In this case, extensive followup examination is needed Epidemi- 
ologic information plays an important role in making decisions 
about drug prescribing This is in answer to question No 7 ()t 
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course, other information, such as drug disposition and action, are 
also important 

As we are all aware in answer to question 8, the Food and Drug 
Administration adheres to the Kefauver amendments of 1962 in 
the approval of any new drug Thus, a disclaimer is generally 
incorporated into the label to indicate that an evaluation has not 
been conducted during pregnancy 

In my opinion, more concern could be focused by the FDA in 
support of epidemiologic studies to monitor previously approved 
drugs. Postmarketin'g surveillance could be undertaken with re- 
spect to drugs administered to pregnant women. 

I would like to remind the subcommittee that in 1974 I had the 
privilege of chairing the Committee on Drugs of the American 
Academy of Pediatrics At that time we had a contract from the 
Food and Drug Administration to develop guidelines for the evalua- 
tion of drugs to Jbe used in pregnant women and in children. 

We recommended in our Final report, which was submitted 7 
years ago to the Commissioner, that postmarketing surveillance for 
drugs be emphasized as a means of obtaining safety data. 

Finally, question 9, the Food and Drug Administration can en- 
courage the pharmaceutical industry to undertake studies prior to 
marketing for those drugs which will have major usage in the 
pregnant woman 

This was recently undertaken, as several other witnesses have 
mentioned, with the recently approved and marketed drug Rito- 
drine, an inhibitor of uterine contractions I don't think there was 
any trouble in getting the requisite studies done when there was a 
drug which had a specific indication for usage in pregnant women- 
It has been mentioned before, there are very few drugs that have 
actually been approved for use in that state. As far as I can tell 
from my cursory review, there are only two. Ritodrine is one, and 
the other is Bendectin 

1 don't think that many other drugs, as the first witness (Mrs. 
Haire) has stated, have been approved for pregnancy. I would like 
to add a pjea for the need to expand our concepts of drug effects 
beyond anatomical malformations to effects upon fetal functions. 

If we accept the broader approach, I recognize that difficulties of 
incriminating environmental agents are increased manyfold. In 
addition, effects may be subtle, unexpected and often delayed, com- 
pounding the problem of ascertainment, even further. 

1 might add that a subject which is of great concern to me, which 
has not been discussed at all today, but which clearly impacts upon 
the outcome of pregnancy, is the effect of drugs upon the father, 
who is obviously making a ">0-percent contribution to the outcome 
of pregnancy 

I don't know whether the subcommittee is aware of the fact that 
there are published reports, some of them actually going back to 
!K(iO, of the adverse effects of drugs and environmental agents 
administered to men before fertilization,' before the pregnancy de- 
veloped, upon the results of pregnancy. 

Clearly an understanding of the mechanisms underlying the pro- 
duction of adverse effects from drugs and chemicals is needed so 
that animal models can be developed which are specific and direct- 
ly applicable to the reliable assessment of safety. > 
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Long-term effects of drugs in particular will not be elucidated in 
the human because the very nature of the period of observation is 
beyond the possible interests 01 ability or even lifespan of most 
clinical investigators. 

Animals with a much shortened life cycle are clearly of value 
but the selection of the appropriate animal species must be based 
on a scientific understanding of the mechanism involved not bu- 
reaucratic regulation that two animal species be employed in pre- 
testing evaluation r 

Finally, there is a need for human data since we are now in the 
era of fetal diagnosis, an area that has not been mentioned thi* 
morning and fetal therapeutics is an obvious and sectarial conse- 
quence of fetal diagnosis. 

In other words, there is no point in making a diagnosis unless 
you can do something about it. Data must be developed to make 
the administration of drugs to the fetus for the treatment of fetal 
disease as rational and as therapeutic as in the adult organism 
This requires study and knowledge disposition and action within 
the fetus in the placental unit. 

Before closing, I would like to respond to several comments* that 
previous witnesses have made and several comments which mem- 
'bers of the subcommittee have made \ 

There was, for example, considerable discussion by Mr $ha- 
mansky about the liability of government I have just come b^ck 
from Japan this past week and participated in some^feommittee 
deliberations with what is the equivalent of the Food and Drug 
Administration 

It was made aware to me that the Government of Japan does 
share .)0-percent responsibility for damages, financial responsibili- 
ty, in case these occur. So that thev have an even greater drug lag 
than some people think we have in this country because they are 
extremly cautious about approval of new drugs. 

I support as others, the need for a patient package insert I 
would wonder how useful this will be, however, because studies 
that have been conducted indicate that perhaps 40 percent of pre- 
scriptions are never filled by the patient. This means, if that trend 
continues, that at least 40 percent of the patients will never get the 
fiHed e mSert beCaUSe they wouJdn,t get the drug prescription 

Many women don't know when they are pregnant, as has been 
mentioned by others, and it is difficult to know when you query 
them as to whether or not they have been taking drugs. 

I would like to cue a study that was done with aspirin. Aspirin is 
readily used during pregnancy. There is no question about that It 
js used when you are not pregnant as well. 

A few years ago a study was conducted at the University of 
Alabama in which a large number of women were asked whether 
thpy had taken aspirin on the day or two before delivery so it was 
a very focused period of time. They were asked after they had 
delivered, and they a)) said no. 

At the same time, these investigators had obtained a sample of 
the cord blood which, as you know in the routine practice of 
obstetrics, is always taken from the infants umbilical corcf 
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They measured aspirin, and in a large percentage of women 
aspirin was present. There is no way it could have gotten there 
except by (in cord blood) being £*aken by the mother in the day or 
two prior to delivery 

Then they rephrased the question and began to ask about all the 
brand names of products which contain aspirin, and the answer 
was yes. I mention this as an example of the difficulties that we 
have in obtaining information about drug usage during pregnancy. 

The question was raised, in commenting on Dr Ryan's testimony 
about the statement he made about drug usage during pregnancy 
increasing There is no question, I think, in the s*udie^ that have 
been published that this is so/*^-^^^ 

However, as Dr Ryan indicated, I would also agree that the 
drugs that have been prescribed or taken by pregnant women, 
over-the-counter drugs, are discretionary drugs. Mcst physicians, in 
my opinion, are aware of some of the side effects, and prescribing 
of these drugs is in general decreasing, especially with younger 
physicians. So that I think educational messages have had some 
benefit and positive effects are occurring 

I would like to end by thanking you for the opportunity to be 
present I th : nk it is a most important area for discussion. 

Mr f Gore. Thank you, and thank you all * Everything I have 
heard from the three of you appears to argue in favor of giving 
patients more information. 

Dr Yaffe May I interrupt? You know I would never prescribe a 
drug to anyone— I have been discussing this this morning with Dr. 
Cohen— for any patient, pregnant, nonpregnant, male, female, 
infant, child, without going over the benefits of the drug, what the 
drug is for, what the side effects are 

One of the problems, of course, h, s to do with how much disclo- 
sure is involved. That is a matter of physician judgment. 

Mr. Gore What do you do with your patients when the FDA 
tells £ou that we don't know what the effects on the fetus are? 

Dr. Yaffe I would expand that, if I may, because* as you are 
' aware, 7* percent or more of drugs used in pediatric patients after 
they are born have no information. So, we have this dilemma that 
always face* us in pediatrics. You have to tell them that we don't 
know whether it is safe, but if you have hypertension, as Dr. Ryan 
mentioned, and you are pregnant— I would have no hesitation in 
saying, you have hypertension, we know that this can bt 1 harmful 
to you and to your fetus 

Here is a drug that works, and even though the risks r-e un- 
known, I think it is important that you take it. Of course, the 
mother has an opportunity to say no, but I loubt that she would. 

I might add that I always mention the father as another party in 
this decisionmaking process for the fetus. 

Mr. Gork. Mr Shamansky 9 

Mr Shamansky Dr. Yaffe, I want to go to something you men- 
tioned in your testimony and that you just alluded to again. Am I 
safe ip inferring from your testimony that you think the judgment 
# should be up to the doctor as to what he discloses to the patient? 

Dr^ Tat^-e Well, the answer to the question is yes, but I would 
like to qualify that and explain what I mean. 

Mr ^amansky That is tough to qualif>, but go ahead. 
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Dr Yatf*.. I think there is a time when the anxietv associated 
with rare bide effects* that might occur might be productive of more 
harm in disclosure to the patient 

I think with common side effects, there is an obligation on the 
part of the physiciaji to discuss these with the patient and to go * 

* over the whole benefit ^versus riSk decision a: to whether or not to 
take it ' * 

In m\ personal opinion, we should allow the patients to partici- 
M ps*i> in the decision, pregnant or not - * 

Mr Shamansky Dr Cohen, would you like to comment'' 

Dr C^ohkn I am an example of a person that one of your distin- - 
guishecl predecessors in the Congress wanted; that is. I am an 
example of whv the statement was made by a distinguished prede- 
cessor, that is, he wished there were such things as one-handed 
scientists because on all questions such as this vou get, "Well, on 
the one hand this, and on the other hand that '* 
' Mr Shamansky That is a point of lawyers, too / 

Dr Cohkn I have* to tell you that I am emotionally committed to 
the concept of revealing all information in a relatively sterile, 
nonopinionated w?v and allowing people to have their choiQe 

But I am also aware, as a phvsiciari of the fact, that individuals, 
be the\ physicians, lay people or whomever, will have great diffi-' 
cult^ in deciding upon the importance of the information when 
the\ are confronted with all of this information in a situation 
' - which therapv i> obviotisly pote/itially indicated Otherwise, it 
t wcfuld not be brought to their attention 

. There is one study in the literature that I believe needs to be 
brought out at this time, and that is one in which a group of 
educated, scientifically tuned-in young people, students in science 
and in medical school, laboratory technicians, et cetera, were given ~* 
a series of statement's concerning a pain killer 

The story was. we are experi/nenting with a pain killer and this 
pain killer Has the k)llowing r effects j — it may cause, the white cells 
in your blood to malfunction, it may cause intestinal bleeding, 
people have died from it. et cetera, et cetera, et cetera. If you have 
a headache, would you participate in this study by taking this pill? 

* AM of these people refused. Of course, the drug Is aspirin • fc 

The point is that one must use some discretion, someone or some, 
agencv must use some discretion in determining the information 
and how it is supplied to individuals. 

So,- on the one hand. Mr Sharansky, yes. and on the other hand, 
a 1 am afraid the answer may be no » 

Mr Shamansky Not as a legislator, but as a lawyer constantly 
facing this situation, I understand the business of gray, I under- 
stand we use the word "reasonable" atl the time The thing I find 

* startling here is not that the medical profession is trying to be 
reasonable in these things, but thev are not doing it at all, appar- 
ently. 

Dr Cohkn I heard that comment of yours earlier, and I think 
Dr Yaffe has already answered that to some extent when he 
pointed out that^T years ago he chaired a committee made up of 
physicians put together by the American Academy of pediatrics, a 
professional body of physicians, with the express desire to impact 
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upon, this area, and that that committee stirred the water up 
prettv good b\ making certain kinds of suggestions 
- rsow, what* is the obligation of the professional bodies or individ- 
uals once they have taken that step and ^submitted the report and 
theVhave actually talked with people about trie report 0 

iVould suggest to you that since that report the^e have been a 
^'•number of, changes in operational policies and activities at the 
Food and Drug Administration which have moved in the direction 
of improving tbmgs 

I would submit, Mr Shamansky. that the profession has had a 
hand in that-, maybe .m)t<as much or maybe not as far as you or I 
would like to see it move, but there has been a hand I-was on^hat 
committee 

Mr. Shamansky Are you implying that this is an unnecessary 
exercise, that things are hunky-dory and everything is going along 
»uper° 

Dr Cohen Not at all I am sure that no one on the subcommit- 
' tee, or none of my colleagues with whom I have worked over the 
years.' could mistake my action or statements to mean that. e 
I might sav one innovative kind of thinking activity that has 
* gone on in the recept past and which I believe the FDA is current- 

ly engaged in reviewing is the issue as- follows Given that a larger 
percentage of drugs are not approved for specific use in certain age 
groups of pediatric patients; and given furthermore that there 
needs to be available drugs for the treatment of patients in the 
various age groups and the condition of pregnancy, might it not be 
reasonable to have a panel of experts select one or maybe two 
^ chemical entities from the various classes of drugs, from each of / 
the various classes of drugs, rather than all drugs in a class 
For instance, antibiotics, that is a class of drugs There are some 
that are good against certain kinds of bacteria and some good 
against other bacteria Let's take antibiotics effective against one 
' tvoe of bacteria and Call that a specific class. 

* there may be 10 entities that are effective and perhaps none 
have* be^n tested in the way we are referring to today Wouldn't it 
be reasonable to select one or two of those entities without consid- 
ering brand or manufacture and take improved drugs and N try to 
get the studies done in one or two to get mechanisms ♦available'* 
Mr Shamansk\ I think it is imminently reasonable, but I am 
appalled that it take* Doris Haire to keep raising the question for 
vour profession 

Dr CAhkn 1 would not get into an argument with you about 
that because Doris and I happen to be on the same side of every 
1 question 

Mr Shamansk\ Do either of vou see anything *\au seriousK 
disapprove of with Dons' 'approach under the vva\ she is taking 
that 1 ' 

Dr Cohf.n 1 am opposed to many of her approaches but 1 am not 
opposed lo what she is seeking There are specific things she has 
suggested because I believe she has been poorly advised. 

Mr Shamansky I am obviously prejudiced, but she is an emi- 
nentK sensible woman If I may. Doctor, I would like to pursue this 
matter with Dr Goldstein.- just a little country phvsician or some- 
thing hke that from John* Napkins Since the page* of your pre- 
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pared statement are not nun he red. it is about second from the 
back", >ou sav. 

Wml< we .in.' it*<. u^ns* on thr [iM'pi.ituie .i^ a h.mili u\ M>ii ,r it i>' «l»uu^ tht 
,tpj>.ittnt rlteits dI ,iKnh«>! and ^nmkink; in Ldusirn; pn*matuic ami i a» hiilh ntuht 
t>.mu's iar^outwemh tin iDnttnjumit"* oi other tiiuu lw that are known 

It is interesting to rrte that vou threw in "that are known ' It 
not in your propated text 1 But isn't that the problem, we don't 
know'' j 

Dr Goi.dstkin That is not the specific problem, but I felt it was 
commensurate with "what I considered to, he, without flattenng 
anvbody. a reasonably enlightened discussion this morning 

I don't fee! as though I am threatened b\ saving I don't know 
something because anybodv who knows me knows that "I don t 

Mr Shamansm Do >ou want to be excused now a> a witness 
aitet;4ha"t disclaimer' 1 * 

Dr Golds ifi\ No First oi aT). I would like to respond in just 
one sentence because Dr Cohen has I think covered the subject 
verv eloquwitlv. at least a> far r «i> informed consent and tytal 
information dispersal 

This hearing, which is a product of governmental process, h$s an 
assumption at its base— and I don't want to uet fnto an argument — 
that nil people are created equal, arid thev are not It is not an 
intelligence phenomenon about which I am >peakmg. but it 1^ L < 
level of education and a level of anxieU 

For instance It we take the example of cancer chemotherapy 
diM'U>^;on or it we take the more perhaps dramatic ejtample of 
Lanier radiotherapy discussion, many families and ma^rn individ- 
uals when asked whether they wfmt to know vv{iat the side effects 
ma\ or may not he. oi even whether they want the loved one to 
know whether thev havV the disease, will commonly try to protect 
then loved one bv >a>mg. I do not want that individual to know, 
thev have* a mahgnancv I don t want to know whether their half 
will fall out or their white ceii> will malfunction or whether they 
will be nrore susceptible to infection 

To Mjme of those patients, although U i> contrary to myMnteltec- 
tuaLbent, it .-eems to make sense that you have to "individualize 
patients In the main, there is no question that we all agree that 
most complete information to the extent of ouY ability is in thtf best 
interests of our soeietv There are going to be exceptions, and I 
tlunk that jis the area that we all are bidding in a little bit 

As far as the fragile recipient of drug* is concerned, if, as I 
alluded to earlier, one discusses controls, meaning the control 
^roiip in a population, if you give me or if one were td give us the 
axMom that the pnamature is the most fragile potential recipient of 
drugs, one legitimate conclusion would be to trv the drug, a labor- 
inhihiting act, m term infants to determine whether this less frag- 
ile recipient 'might, rn fact, be done some harm 

That dnj# and "that test in a controlled way has not been done 
Now we are willing to gi\o this drug to premature infants without 
trUlv ^defining lq anv wuv who that premature infant is Yet, we 
are unwilling to give the drug to children who are far more likely 
capable of accepting the** drug based on. using vour tenet, reason- 
able medical cortaintv 
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Mr Shamansky I think that is a marvelous question What kind 
of an answer do you h^ve for it' ? 

Dr Goldstein My research proposal was turned down by a 
university with which I am no longer affiliated. 

Mr Sharansky. Doctor, you. say another problem with such a 
study would be that the term of followup from such a study would 
be dozens of years My question obviously is, What do we do in the 
meantime 9 

Dr Goldstein I dqn t really know. 

Mr Shamansky f think that is a little \)\t of a cop out 

Dr Goldstein OK, then I wouldn't I think if we are all meeting 
in a spirit of true aspiration for the'health of oyr society, that you 
guys have to truat us. W T hat we are trying to do is do our best in 
medical research. 

Although I think there. are legitimate questions, truly legitimate 
questions as opposed by Mrs. Haire and other people in our society, 
the fact of the matter is that medical research conducted in appro- 
priate environments is attempting, foi all its worth, to find out the 
kind of answers you are approaching 

Mr. Shamansky Are you satisfied overall with the progress? 

Dr Goldstein. I am somewhat satisfied. I think there are clear 
problems, many of which have been presented here today 

Mr Gore. The questions concerning research are different from 
the questions involving use. 

Dr-* Goldstein. Not necessarily, Mr Gore. 

Mi*. Gore But we have the study by Dr Brackbill and the 
experience oi« others. Irr her case, 70 percent of' the ingredients 
consumed during- p egnancy have no published reports on their 
safety or lack thereof.- Yet, although most mothers knew they had 
taken a drug and why, some of them knew the name of it, none of 
them had any indication that there was a risk involved. 

Now we arfcjust not doiftg the job. Everything is not hunky-dory. 
,Dr^ Goldstein. That is exactly the point I was making. We 
ushould conduct such research. 

Mr Gore But at the sarne time they ought to be informed of 
what the risks are that they ar§ facing and that the fetus they ace 
carrying is facing 

Dr. Goldstein. That is true. I don't think any of us would dis- 
agree, to the extent possible The question that was raisec^and I 
think Mrs. Haire s statement, which she wishes to apply to pie 
package— inserts that the risks of this drug are at present un- 
known is imminently useful. 

Mr Shamansky Has the profession been pushing that insert'' 

Dr. Goldstein 1 don't 6 think so 

Mr Shamansky Why not 9 ^ ^ 

Dr Goldstein Because there is an Assumption rrmde. and I afn 
not casting aspersions, that the package insert has educational 
value * , ' 

Mr Sharansky What Tibout the fact that the insert has no 
educational value 9 Is that sensible or not 9 

Dr Goldstein Tou two act like you are friends It is sensible, but 
I think if we just sit back and consider where education comes in 
and what the consumer does with small pieces of paper, that may 
or may not be included in the package If voU look at how people 




get their prescriptions, there is seldom a package insert The pack- 
age insert comes in a box to the pharmacist 

Mr Shamansky. Those are all mechanical details 

Mr Gore That Is part of.the problem. . 

Dr Goldstein I agree There is no pharmacist here ^ 

Mr Shamansky If the medical and Hlied professions had a 
v*- desire to get a message 'across. I cannot believe it is beyond the 
^* ingenuity bt the manufacturers and the pharamacists and the pro- 

K fession to work out some code, x*olor. whatever you want to do, to 

get a message across. 

I am becoming amazed yit the complacency of it all. 

Dr Goldstein I have to argue with you, Mr. Shanpmsky I think 
complacency is a very strong word. I think there U tremendous 
concern among our colleagues 

Mr Shamansk* How about effective action 

Dr Goldstein All us Browhian movement, just wiggling in place 
and not getting anything done, but we are trying tb get something 
done and we don't have the tools 

Mr Gore 1 think what we are finding in this hearing is that 
although there is a debate over what Mrs Haire charges, there 
really is no seriou* debate about the proposition that consumers for 
health reasons and for ethical reasons^hould be given much more 
information than they are now being gvyen ' 

The only interest which stands in opposition to that to move is 
the financial intents of the pharmaceutical industry That is all 
There is no logical #r ethical proposition which stands on the other 
side 

Dr Cohen'' 

Dr Cohen. Mr Chairman, I just wanted to address one point and 
not have it Jie there uncommented upon That was the exchange 
that occurred a few minutes ago with Dr Goldstein over the issue 
of the trial of a drug in a full-term pregnancy when the drug was 
j going to be used in a premature pregnancy 

The j-esponse from the Subcommittee was that it seems eminent- 
ly sensible that that should be done That response is a beautiful 
example of the head-on collision of both intellect and ethics coming 
from two separata directions, 

It is unethical by our present standards, and to my knowledge, 
you attorneys had better correct it, by case law it is illegal 

Mr. Shamansky He is not a lawyer I will clear that up right 
y now ^* ^ 
* Dr Cohen J^nethical, and to my knowledge bv case law it is 

illegal for an individual, a woman, to give consent for an experi- 
ment to be do in- on a minor under her guaidianship when the 
procedure cannot have a possible benefit for that individual 

If the drug is designed to stop labor for a premature baby, the 
full-term baby cannot benefit from it I am, not telling you that is 
right or wrong, but I am telling you my understanding from the 
research I have done and the people I have discussed this with. 

Mr Gore. Are you talking about Ritodrine 7 

Dr Cohen That is right 

Mr Gork^ When it halts the onset of premature labor, are you 
sa>ing the full-term infant cannot benefit'' 
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Dr Cohkn B\ definition, it is used to delav the dehverv ot the 
infant as long as possible to allow proper development to occur If 
the infant Is full-lenn. there is no benefit to that fetus to be in 
utero longer lam assuming that that is what Dr Goldstein was 
referring to 

Mr Shamansky I want to respond to that That is one ot those 
luvelv dilemmas that I don't think is helpful to say because you 
reach a dilemma like that and it is an exquisite dilemma, therefore 
vou don't do something 

" Dr. Cohkn I am reflecting on the fact that his studv was turned 
down bv a committee operating under guidelines 

Mr Shamansky 1 am asking the profession to raise that ques- 
tion instead of passively accepting the fact' that that is a dilemma 
I admit there may be a legal barrier to that Then raise the issue 
and sav something about it 

Dr Cohkn That was raised by the national commission several 

times , , 

Dr Yakpk I would like to tnow to this point ot research, the 

questiorr of all the, drugs that have never been studied, the 7'), M). 

or W percent The question of discussion I would like to raise is. 

who is going to pay for that" ' would like to studv them, but who is 

going to pay for that v * 

Hitler the svstem of drug development in this country, these 

drugs have been given approval for marketing, not in pregnancy 
Mr Gokk We allow them to imply that it has been approved for 
'use in pregnartc>\ but we consciously mislead the American people 

into believing erroneously that it has been approved; lor use in 

pregnancv u^~ti * 

The medical* profession ought to be as much up^et aboufTnat as 

.Mrs Haire is. tf seems to me 

Dr Yafkk. Manv of mv colleagues are. and they do disclose Mr 
Shamansky. when*! said sometimes disclosure is not complete, I 
* never *ouid <ail to disclos^e that the drug has never been evaluated 
in preVnancv That is an unknown risk I would ajL$o present to the 

Tarn talking about the rare side effects theV think would be 
* more upsetting to the patients, But the question arises about the M) 
percent. W) percent, it is actually higher, of marked drugs, that Dr 
BrackbiL) surveyed in a study that are now being sold and obvious- 
ly uspd C during' pregnancy Who is going to pay for that kind o. 
research'* f , 

Mr Sh>ma\sky Dr Yaffe, I would like to respond in this fash- 
ion Until the medical profession gets iHelf together *n raise Vhe 
question to the public and to the Government, I dmi t think you 
will ever get to that answer 

Mr (J ore Well, we are raising the question now 

Dr Yaffk That ha- been raised I have raised it main, main 
times, particularly as it also applies to children 

Mr (UtkK OK. I have a couple of other questions, but I will forgo 
. them 1 wanted to ask some questions about Ritodrine Let me 
.umnun/e what I understand to be the views of all three, that is. 
that there are serious questions raised bv the u-e of Ritodrine that 
ought to be examined more carefully than are being exam- 

, wed 
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tan \ou address thai real brief! v ,J 
I)r Golds i kin You aie right 

Dr Cohen I have no qualification to address it 1 just don't, 
know . 

Dr YAFFfc The effects, at? 1 understand it. of Hitodnne upon the 
baby or the fetus have onlv beeri looked at in a short-term point ot- 
view There is no question Ritodnne is efficacious so there i,s bene- 
fit in stopping labor, but no one has undertaken a long-term study 
of a cohort of infants exposed to Ritodnne tor proper indication 
and been what they are like 2 vears later 

That is the kind of long-term studv that we need 

Dr Goldstein Do vou want more or are >ou ^nisiled*' 

Mr Gore If vou could submit more for the record, we would be 
delighted to receive it 

Dr Goldstein The question .again ls^one oi controls. Mr Gore, 
against whom will the outcome of babies whvt receive a drug given 
for p .mature deliver) be matched Will the> be matched against 
other women with the same problem who don't receive the drug, 
and is that an ethically reasonable way to approach medical care 

Mr Gork The mothers w ho were ^iven that drug now. are the> 
given the information ".bout the risks which may adhere to it? 

Dr Goldstein A very large hospital with which I am intimately 
familiar uses another drug rather than Ritodnne for a variety of 
reasons, one of which was that three of the first five babies born 
under the influence of Ritodnne. after it failed. w r hich all of the 
labor agents will, had blood sugars below ten milligrams per decili- 
ter 

Mr Gore But now it is being used very commonl> throughout 
the United States and mothers are not told that these risks exist 

Dr Goldstein I cannot answer for that I just don't kaow. 

Mr Gore OK This is an awfully late lunch we are getting to. 
but we are goinu to break nonetheless We will reconvene with our 
last two witnesses. Dr. Slone and the Honorable Arthur Hull 
Hayes, the Commissioner of the Food and Drug Administration 

We will reconvene at 2 J") 

Afternoon Session 

Mr Gore The subcommittee will come to order Our next wit- 
ness and next to la^t witness is Dr Dennis Slone, cod i rector of drug 
epidemioieg} unit. School of Public Health, Boston University 
Medical Center 

Dr Slone. we are delighted to have vou todav Without objection 
the entire text of your prepared statement will be put into the 
record If we had more resources aVour disposal I would like to put 
the entire text of your book in the record but that would be an 
unreasonable request for the reporters and for the committee 
budget but we are going to try to get vou to enlighten us based 
upon the voluminous work vou have done in this area We invite \ 
you to proceed at this time 
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STATEMENT OF DENNIS SLONE; COHIRECTOR, DRKi EPIDE- 
MIOLOGY LMT. SC HOOL OF Pl'BLIC HEALTH, BOSTON I NL 
VERSITY SC HOOL OF MEDICINE 

Dr Slon£. Congressman Gore aiadgnemberfe of the subcommittee, 
first I would like to express my appreciation for having the oppor- 
tunity -to address you. Without further ado let me move directly to' 
the purpose of my presentation today" It is to review the back- 
ground factors related to chemical risks to the unborn child and 
recommend a strategy for the study of drugs to determine their 
safety, or lack of safety, in relation to the risk of birth defects. In 
view of the contents of the preceding testimony and in the interest 
of saving time I will omit the opening remarks Contained in my 
written testimony and^roceed straight to the heart of the matter 

What is known today is that certain drugs undoubtedly do harm 
the fetus. Thus while on theoretical grounds we should be con- 
cerned with the entire chemical environment, attention has been 
giveVi primarily, to drugs, particularly because of the dramatic and 
tragic disasters with Thalidomide and diethystilbestrol which have 
occurred -in the past 20 years. In addition to these two agents, there 
are others which we know to be teratogens and they are listed in 
table 1 

I was taken aback by the testimony given by earlier witnesses as 
to some of the substances which are regarded as tetragens. I spe- 
cifically refer to aspirin. In my view aspirin is one of the few drugs 
in which there is sufficient data available so that it is one of the 
very few subs ances about which you can make a definitive state- 
ment, that it *s safe with respect to physical anomalies. You can 
virtually not make that statement with jusf about any other drug 
that you care to mention. However but with respect to aspirin I 
think that is a reasonably conservative thing to say. Now the list 
as shown- ort this chart starts with Thalidomide and goes on down 
the.Jist with synthetic, progestogens, diethylstilbestrol, folic acid 
antagonists, and alkylating agents. The latter two are drugs used 
for treatment of cancer. Tetracycline is a widely used antibiotic. 
Warfarin is an anticoagulant and iodides are used frequently in 
the management of thyroid disorder. These eight or nine drugs are 
without question generally accepted across the board by all biolo- 
gists as teratogens: I think it is safe to say that for the vast bulk of 
other' drugs, there is no gengral agreement about .the absence of 
effect 

Mr Gork This, very short list is'an exclusive list Of those drugs 
not o»i the list, are drugs which can be described as known to cause 
birth defects? 

Dr SLONEThis list enumerates those drugs for which you find 
general agreement across the borfrd that they cau^e physical 
anomalies. For the rest of the drugs, our state of knowledge is that 
either there is controversy about the effect of a drug— a case in 
point for example is Dilantin or Phenytoin used in the treatment 
of epilepsy, o* for* the rest we simply do not have sufficient knowl- 
edge to make statements, clear cut statements about safety or 
adversity. 

JV4r. Gore. But this list does not address neurotoxics or behavior- 
al : effects v 
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Dr Jslonk M> comments are addressed to defects yowan see or 
-that require surgical correction I will make that cltjfer as my 
testimony evolves 

Against the background 'oPrepeated examples of Aig induced 
catastrophe, we must attempt to provide systems dedicated to iden- 
tifying drugs harmful to the fetus The rest of this presentation 
will focus upon appropriate strategies to establish drug safety, or 
lack of safety 

Parenthetical 1\ it would be useiul and simple if animal studies 
could unquestionably identify teratogens prior to their use in 
human populations Unfortunately, such studies to date have 
proven unreliable in predicting the safety or task of individual 
drugs However, the obvious potential value of laboratory ap- 
proaches, indicates -a clear need to expand and continue experimen- 
tal teratological research with a view to, obtaining the earliest 
possible warning of potential trouble 

Given the present uncertainty of generalizing from animal ex- 
periments to' the human fetus, it is my view that if we are to 
reduce the^risk of human teratologic disasters such as we have 
already witnessed, there is a pressing requirement Xo develop and 
maintain a system of epidemiologic drug surveillance in human 
populations that should continue indefinitely By epidemiologic'sur-. 
veillance, I mean the formal study of distributions and determi- 
nants of states of 'health— particularly birth defects— in human 
populations _ 

Before considering various epidemiologic strategies, 1 would like 
to .review the stages of human embryonic development, since they 
influence tKe design of relevant studies Figure 1 displays events 
over time from the period before conception, to birth Before preg- 
nancy, the genetic material contained respectively in the male 
sperm and female egg are susceptible to various influences. After 
conception, the most critical phase of flevelopment is when the 
organs are being formed. This phase of organogenesis is completed 
by the end of the third month of pregnancy. It is during this early 
phase that virtually all physical malformations occur The latter 
two-thirds of pregnancy is the period during which the fetus grows 
and develops rapidly. In particular, the brain increases in size 
manyfold in only 6 months. Delivery/ of course, is the final event 

Now with this diagram in mind ifr is possible to see that adverse 
influences can express themselves at each stage I would" like to 
, digress for a moment and point out that witness after witness 

today has drawn attention to the fact that thete are a wide range 
of abnormalities which can manifest themselves as a consequence 
of adverse influences during pregnancy I think Mrs Haire has 
emphasized and focused attention on the possible subtle hut pro- 
found effects upon the functioning of a human being other than 
those related to physical rftalformations I want to go on record as 
supporting, her concern about those effects I think she has done a 
service to contemporary society by highighting those possible ad- 
verse effects 1 also wish to make the point, however, that all my 
comments and research has been devoted to one restricted* period 
during pregnancy, namely, the'periocf of organogenesis and I have 
no data on neurologic and behavioral effects 
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The next postei \* an c^erlav on the previous pooler v. hare it 
shows aero«Vt he top, a series^! en\ ironmental exposures with 
arrows, indicating how differ^t -environmental factors influence 
variou* stag* durmgn^statiott and How they might manifest hor 
example radiation can damage the genetic materia* before concep- 
tion It taken during the critical phas&ef Wl> orga«-devd«pnient. 
a drug— tor example. Thalidomide— can produce physical malfor- 
mation^ This is. demonstrated on the second vertical arrow m the 
rhart showing how this ca-n-epcur • 

Viral* infections— that is. herpes— during the second half of preg- 
nancy -can interfere with normal growth and development-par- 
tuularlv of the brain-and result.in a large number of motor and 
mental 'disabilities Finally, during delivery, then) are the r.^ks ot 
obstetrical manipulations, as well as drugs; with damage ranging 
from mild intellectual impairment to more severe* consequences 
such as mental, deficiency cerebral pah*, or even stillbirth or 

perinatal death , ' , u - /...u 

In order not to contuse an area which is complex to begin with 
we should tr\ to determine what effects we # are talking about 
■Furthermore.' what period of pregnancy we are addressing We 
should separate the period prior to conception, where vou express 
an effect *ia the gametes, from active organ development, and 
growth particularly- of the brain, in-the latter half of pregnancy 1 
think if we keep these issues separate, it makes it easier to under- 
stand what strateg.es are called for and where the major problems 

"Thus our concern about potential adverse effects of environmen- 
tal factors cannot be limited to the embryo alone, rather it must 
extend -from' the period prior to conception, through gestation to 
delivery of 'the newborn infant' 

Obviouslv, the range N of disabilities which might occur as a result 
ot miurvih each of these discrete periods is wide Indeed, in the 
area of birth defects we are not dealing with a homogeneous and 
uniform disease entity, but* spectrum of conditions jjot unlike the 
various diseases seen in adult stipulations Consequently, each spe- 
cific malformation must be studied as a discfetp outcome These 
con.,iderafions influence the design .features of any study proposed 
to identify teratogens or to demonstrate safety. As an aside 1 think 
there is a tehdencv among us working in the field to consider birth 
detects or malformations *s one particular disease Nothing could 
be further from the truth You carfnot regard malformation* as a 
angular ouDcome but rather a wjde spectrum of different disaises. 
and it adds to the complexity of what we are trying to dol My 
concern today is with the pwiod of early embryonic development, 
and the design and deployment ol an appropriate surveillance 
oroi'ram to evaluate the safety or adversity of drugs, used during 
uiegnancv and I will confine m> attention mainly to physical 
malformations arising ( ur.ng this period This objective of surveil- 
lance is briefly restated in figure-H- 

To consider' further how to plan such surveillance, we need some 
**.ght into the dimensions" of the p.oblem gl birth defeats and 
dhig usage in pregnancy Based upon the data collected during the 
collaborate pernatal project, a lame lollowup studv conduct -d ,n 
the I'nited States between* I'.i.W,... .ve estimated that the rate ot 
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major malformation- amuiiu ,»■».> J ihiloren v\a- approxnnateiv - -\ 
percent Major malfunctions were fh,»-e that wei e' hie thr eaten- 
• nt that required -u : r\. or that ^'ii-tauted mmdu,- ■■o^m-ti^ 
defects Extrapolated to pre-ent da\ condition-, anions approxe 
rnatoh o, >"><). DIM) infant- bom eaJi vear in the' 1'mted -Statrs there 
are* some loo.non with major malformation- Hie overall figure of -\ 
percent encompassed a \er> wide rarme of specific malformation- 
Of cour-e, each individual malformation occurs much more rarelv 
than 'i peuent md h\e example- are ^nen m table _1 Clubfoot^ 
anions the more common birth defect- — J I per Hmmi bjrths- *s<> 
that then 1 would he ah<>ut ^mmi L a-e- born r,u h \car :n the I'nited 
States * - 

Other important birr defect- are evert m*-ue 'aie (Melt hp lot 
example- about 1 pet 1 immi births -oecui - in about I oiHi children 
each yv+f. and t r\u heoeM>phaC* al futuia- an abnormal opemnu 
between the trachea and e-ophauu- occur- in one in 10 000 births 
leading to -huhth over '!im| ca-e- pei >ear Th\fZ although major 
•fnaltor motion- overall, are a -enou- public heijth problem, affect- 
>n^ about irtiMHMi infant- tavh \ear eai h individual delornut} i- * 
rare or exceeding rare Tho-e I at- an paitkularh relevant to 
the t_-Mie of appropriate de-i^r^of druu -urveillance tor" teratogen* 
't l H' other relevant point i- the prevalence of druu Use in earlv 
preunancv According to i>m own daja the average pregnant 
woman u-e? between two and four different Jrui;- during earlv 
presume \ trequentlv before -he know- that -he i- pregnant Table 
-,L r ives. for nine dru^-. the penent.m* 4 of u-e ,h derived from our 
.'menr 'Birth Defects Interview Studv - HDIS 1 % Tvlenol - aeeta- 
muiophen - i- h\ ha the m<M commonlv Used druLj. taken bv k M 
percent of preunant women during the fir-t Irmie-tor of p'eunanev 
Generalized to all pregnant v\ mien, tin- mean* that about 
; t {no i)oo u-#» tiie dnui ea* h vear 

Tvlenol reprf^enK t&v e^ttrenie At the other and more t> pical 
f-xtreme mo-t driu r s are u-*-d h\ con-nrfeTabK le-^ than 1 percent 
oi pTe^napt women A't\pu.al example is Ihdrvdmni.— a diuretic --, 
at « h per rent it would aiioimt for -about *io,oun exposure- annual- 
!v fn between that I will ej> down the h-t to hiL'hhtiht them You 
have Bendecrjp ^e/i bv -ome J"> p*'rcerjt of women Vpirin I)ia/e- , 
pam. IVopoxv ph^ne Kior-nal (umpa/nV, ilvdrodiunl, and Se- 
...pal * , * 

Mr (ioKh Bondeetin 1- mm ond n.ni v to lvleiioP 
Dt Mosf Ye- It 1- u^"t"( b\ J") penen' -'f all women ' ^ 

Mr (U)RK Twentv-fiv*' percent .it all pretriuait worrier, in tho 
Vmted State- 
let SlONf Ye- ^ir tfiat k- <Vul mo-t recent \v c '\^>') f^f>m 
mlw mat lot] der ivod in the pa-t \ear 

H:i\inji brieflv considered the dnpen-ton- of the problems m 
term- -if the r.nitv m' malformation- on the one hand and the 
fre*iuencv o* dru^'u-e in pre^nanc> on the other one can consider 
the research options To do m> it is helpful to rVtfin bv considering 
m general term-., exi-tin^ or potential -ource- of information As 
-hown in the next poster information coiuerTiin^ ciru^ effect- 1- 
denved from animal experiments, human ca-e report- or -o-eaJled 
spontaneous report- which are sent to FDA bv the drmr compani( l s 
^or puln^sht^J as letter- in medical journal-, cluneal trials -experi- 
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merits involving random allocation o! patient* to treatment 
groups— and observational- non-experimental -epidemiological 
studies 

Experimental research strategies ha\e serious limitations ^ 
already mentioned, finding in animals at present cannot readiU 
be generalized to human beings, and clinical trials designed to 
determine malformation rates in humans are out of the question 
on ethical grounds Therefore, the only realistic options are case 
reports and epidemiological studies 

Case reports can be u&eiulr'but the\ can also- be misleading A* 
indicated in the first line of table 1. there are approximately 
:5;>. r )0J)0O births occurring pach v vear in the United States, of which 
approximately H percent, or ju>t over 100,000 infants, are born with 
major malformations li we assume that o percent of pregnant 
women—one in 20— use a particular drug, 107,a0U women would be 
exposed If that drug had no harmful effect whatever on the fetus, 
one would still expect a baseline malformation rate of ^ percent, 
resulting in H.0OO malformed infants being born to those women Is 
that clear" 

MrTToRE Yes In other words a lot of women who use a particu- 
lar drug are going to gi\e birth to a malformed child even if the* 
drug does not cause it at all 

" Dr Slonk What I am trving to show on the slide is the order of 
magnitude of how many such women it wiU occur in any 1 year. 
With the relativeU modestly used drug, a percent use you have 
a.000 opportunities there for that drug to be implicated Now mt)rV 
emphatically as shown on the lust line i* a drug is used by i) 
percenUof pregnant women, SHT.aOO women would be exposed, we 
would expect *hat thev. too, would have a H-percent malformation 
rate arid that the\<^vould ^ve birth to Uo.IMM) malformed infants, 
even through the drug did riot cause the defect Since 2"),0<)0 mal- 
formed-children are born to mothers exposed to this drug, th* 
likelihood of someone observing tbu<connectK)n and reporting it is 
high, despite the fact tbat th^drug is not teratogenic I want to 
emphasize I a». *wt apologizing for the use of drugs during preg- 
nancy I just want to highlight the intrinsic difficulties of making 
'inferences of causalm in thf face of the methodologic problems we 
are confronted With the 3-percent figure is the basic malformation 

• rate ' ii 

Mr (Jork You said earlier in your statement that the cause ol 

Im percent of all malformations i- unknown 

I)r Slonk Yes 

Mr GoRK And a good portion of that 0,> percent could be assoct 
ated with drug use? 
Dr. Slonk Yes 

Mr tioRK So it would be inaccurate to conclude from this metn- 
odologv that the JoJ 100 opportunities to implicate a drug that is > 
used by 2a percent of nregnant women are all background Some M 
that background may in fact' be related to the u*e of the particular 

• I)r Slonk It might well indeed I am not drawing any conclu- 
sions I am mereK outlining some of the basic difficulties 

Mr Walchkn When you pick up :i percent rate among a popula- 
tion using Bendectm or Tylenol and you say that that does not 
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...i. a v.},! tu inier causation because ot the overall rate of birth 
ieiei.ts m a (itner.il population, because oi the point Mr. Gore 
•nakes it alsu dues «t allow you to inter noncausution 

!)r S|u\h 1 haw not reached the point of waking any infer- 
riK»- vet I am Mi! 1 outlining hasu things w£ have to worn about 
W':,,t \ou .an do n you can compare the amount of drug use for 
« xample in 4i particular rnalfonnatnn with the amount of Bendec- 
".r a^-d lis another group ot mfar's If you came out with oO 

uent u-e in the one malformed and -~> percent m the other you 
..•aid in ra*,t make the inference Bendectin was responsible We are 

• <>* .it tht- point ot making inferences I am merely alluding to the 

triat \ we relv on spontaneous reports to tell us about whether 
i uruii -ale or not I would l.ke everybody to appreciate the fact 
\. it ihi re ample opportunity just on the baMs of these figures 
r*:<! understanding that 1 out of every 4 malformed children will 

• i\« 4 i not her who used Bendectin. or 1 out of every 3 children 
' i T > born malformed wip have a mother that used Tylenol I am 
-i*. 'hat m-n the stage on which we have to develop more 

i f .-ti.ated approach^ It I can proceed I think that will emerge 
I 1 '.'I 1 >'As that m -U nations where drugs are used commonly in 
- \ p!»^n.tiii.\ iln.e is an extensive opportunity for the lnappro- 

- v tr n.plK.itmn ot drims as teratogens, and therefore case 
1 nave relatively little iftility Conversely, when both the 
: jr.-i the malformation are extremely rare, case reports have 
• f .- ; .r.Mi^; a-otulnes> Turning to epidemiological studies, there 
in i a i 1 [ia-i, research options, called respectively the cohort and 

i-« n*ntii»l approaches In a cohort study pregnant women are 
o then ufug expo n»s— use of a drug — are recorded, and 
'fo i:- tallowed Vou will note that the malformation rates in 
- xp.»sevi unexposed mtrtnt> can then be compared after the 

thai- have L r iven birth In fhe example shown the 100 women 

• ' ? *he*i jj\ t . hirth to three different malformed children Each dot 

- io,.a-e:d dilferentlv You will notice in following 100 women at 
^:tat expen-t and trouble we end up with 07 normal children 

I v tt * ev not provide us with any information with respect to 
et a mat»on and the yield— to use a crude term — is only three 
>, *! n mod Juldren we can study with respect to knowing whether 
irao w t -re m any way related It is important to note that even 
,arje .aborts y u«ld a very small amount of relevant information. To 
'.^■arau a vohort ot 100,000 women would yield 97,000 normal 

- ' or- pr»kidint£ little useful information on malformations The 
i 'T l,M ' *hiA\ing this il lust rat ion is to ernphasi/e once again that 
' r .» m Hiiit; up ot a multunillion dollar program of following up 
f _»"d r ed- ot thousands oi pregnant women with respect to malfor- 
' it. . - and drills would be a very poor cost-effective way of doing 
> r Y\v . oliahonitive perinatal project was the largest cohort — 
>" mother thud pair- ever studied Our group analyzed the 
i it a "i. druc u^t and malformation*, and the results have been 
PuPM-hod Our t xtensive exnenence with this analysis convinced 
,s 'hat while the mhoit approach has some limited usefulness for 
.'--tssjh^ maim malformations overall, it is insufficient for surveil- 
■ o.te if iinu 1 etftit- in pregnancy in relation to specific — and 

*- .i .\ fart ma!' r ma* ions 
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This brings us to the second research strategy. tne\case-control 
approach The next diagram tries to represent this It traces Us 
principle features It is characterized b\ first identihmg children 
with specific malformations lor example such as clelt palate What 
we do here is we start with the disease under stud> We do not 
enroll a group of people and watch to see what happens We start 
with a disease under stud\ Mn this instance the* e are four exam- 
ples We observe children with cleft palate, v\|h absent limbs, with 
heart delects afid children with spinabilida or failure of the spinal 
column to fuse Then we go back and interne* the mother and 
obtain detailed information" on what drugs these mothers used 
within a few weeks of having givtn birth to these children As the 
arrow indicates we go back to interview the mother of these chil- 
7 divn Rates ol maternal drug use among infants with certain de- 
fects are then compared with drug us of mothers ol other infants 
In answer to two earlier questions, let us assume we looked at cleft 
palate We would know then that if we mterv lewed the mothers of 
:>0U children with cleft palate we would expect percent of those 
mothers to gi\e Us a historv of ha\ing Used Bendectin We would 
compare that to the mothers perhaps ol children with spinabilida 
or an\ other uroup ol other malformations 11 we found the rate of 
use was 2~> percent in all ol these mothers it would not be unrea- 
sonable to make the inference after proper and careful analysis 
that there was the same rate ol Bendectin use in the malformation 
under stud\ as there was in control or comparative subjects Under 
those circumstances vou could make the inference that Bendectin 
was not related caiisallv to the malformation under question 

If on the other hand there would ha\e been a big difference in 
the rate of Bendectin used among these groups vou would m/ike 
the inference that this drug mav be related to the delect uflder 
studv I 

Two continuing studies. Using thi^ approach, are being conducted 
at present in the United States, one h\ the Center lor Disease 
Control in Atlanta and the other b\ our irroup m Boston Details of 
the tatter studv are described m an accompanving paper titled 
"Birth DefeUs Related to Bendectin Use in Pre^iancv." which I 
did distribute with mv testimony If it is all right with the subcom- 
mittee* I would prefer not to describe that again 

! would like to digress lor a moment II , ou accept my figure of :> 
percent st-noi > maliormat ions at the moment this countrv sees 
about ino.oiM) to wOjlon children born each vear with malforma- 
tion- We have a studv operating m three centers in the United 
States and Canada It is expensive and it is difficult, and vet with 
all t etfort we are barelv managing »\i to studs less than hall 
of 1 percent of al! the malformed chddren born annuallv In other- 
words we are studv mg something like 7~>u malformed children pe*r 
annum which is a tinv and in mv view pitiful fraction of the total 
burden of malformed Children m this cmintrv, particularlv when 
vou con-uier there are over *JHO discrete malformations in the 
general ruble of major malformation- Now the relative etficiencv 
of the cohort and case-control designs is illustrated in the next 
slide It demonstrate- that with much smaller numbers, and at 
much b-s expense, the ca-e-control design affords greater power, 
I ariier numbers of ( .n-s of individual malformations can he more 
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rapidly obtained than is realistically feasible using the cohort ap- 
. pfoach Furthermore, whereas jn a cohortpt-udy the malformation 
rate is predetermined by the size of the etfnort— and it is -experts i*e 
to enlarge a cohort study— the acquisition of cases of interest in a 
case-control study can be specified, and if desired, speeded up de- 
pending upon what you are worried^ about. You have r|0 such 
flexibility present under a cohort study* 

Based' on our experience thus far with botVapproaches, our clear 
preference is for the case-control design. We hold this preference 
* despite some potential drawbacks to the method, the most impor- 
tant of-which is whether a mother's memory of drug use in early- 
pregnancy is reliable The problem, briefly, is that the mother of a 
-severely malformed child may remember her drug use differently 
as compared with the jnother of a normal child' We believe this 
problem can be largely avoided by* comparing children with a spe- 
cific deformity teases* with childrer/ with other, very different, 
deformities (controls) For example, cases with cleft palate Can be 
compared with controls with other malformations The similar 
emotionaNmpact on the mothers of the various deformities reduces 
the likelihood of recall bias Such bias can be further reduced by 
the use of highly structured and detailed questionnaires We have 
data that show how this 'potential bias can be reduced, and w*e 
believe that the concern with memory bias can be largely overcome 
by careful attention to study design 

With the case-control approach just described, it u- possible to 
monitor a wide range of specific malformations together with a 
wide range of drugs taken in early pregnancy Such a system^ 
makes it possible to identify previously unsuspected associations 
between drugs and deformities 

It is worth stressing the limits to the inter pretability of epidemi- 
ological data Of course, the desire for clear and -lbsolute answers 
on matt -^..concerning birth defects is easily understandable Un- 
fortunately, however, absolute measures of risk, or of safety, simply 
do not exist m biological systems 

Estimates of human safety or risk can only be expressed as a 
range For example, we might identify a given drug as increasing 
the risk *of a malformation by fourfold, but we know that this 
estimate of fourfold may in fact range, for example, from as little 
as twofold to as much as sevenfold. "As we collect more data, our 
estimates become more stable and we become more confident in 
them, so the range becomes narrower 

Just as estimates of risk are expressed as a range, so are esti- 
mates of safety Thus, while a given study may show no apparent 
effect of a drug, we know that -uch an estimate is imprecise, and 
as scientists we acknowledge that we might have missed, in any 
one study, protective effects of the drug on the one hand, or terato- 
genic effects on the other 

By. and large, the best attainable estimates of) safety include 
increases in risk of as high as .">() percent Thus, while we can rule 
out large increases in the risk, such as a doubling (100 percent) or 
more, we umnot confidently rule out much smaller increases 

With these limitations in mind, however, we believe that studies 
of human populations, based on epidemiologic approaches, can offer 
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considerable information ^regarding the risks of malformation due 
to drugs taken by pregnant women. 

T would like to add one or two comments if I might concerning 
some of the. QO.nments that I have heard earlier toda> by other 
scientists offering testimony. It hag been repeatedly stated that the 
Food and Drug Administration should disclose information, should 
provide additional statements regarding safety or danger and FDA N 
is sorfiehow delinquent in not providing this information. I believe «. 
FDA has been given an impossible task. FDA is expected to regu- 
late drugs, it is expected to providejnfprmation; but at the same 
time in my view— and this is based upon over If) years of working 
with the FDA in thia area and receiving funding from them in 
part— whereas they have tremendous demand placed upon them, 
they do oot have adequa# resources provided to pay for the kind of 
research that is necessary Thank you very much 

Mr. Gore Thank you. 

Mr. Shamansky? 

Mr. Shamansky Thank you. Mr. Chairman 

Dr Slone, I thkik the Government is currenth spending less 
than $1.3 million on epidemiology 

Dr Slonl I am very much aware of that 

Mr. ShaMansky As a student of public health, what is a realistic 
funding level required to execute the needed epidemiological stud- 
ies in this field? 9 
, Dr Slone It is hard for mc to answer that because anything I 
say might be seen as being self-serving All I can tell you is that 
the Bureau of Drugs as far as I know, in the past o years its total 
budget^ much of which went for epidemiological research, was no 
more than #2 o million 

My informant tells me, subject to correction, that over the past o 
years this amount has not been increased or adjusted for inflation 
arid they have the same amount available this year as they had o 
or f) years ago 

Mr Shamansky Would you have any reason for that situation 9 
Is it just a stepchild or it there pressure not to hav^ it do 
something? 

Dr Slonl I have no idea why fundi ng has not been provided. 
FDA, when confronted ~»y this v would generally say our general 
national budget is not ample to provide more 

Mr Shamansky Somebodv sets the order of priorities in any 
budget at FDA 9 

Dr Slone Yes I cannot spe.A to that I have no idea 

Mr Shamanskv Is there any pressure from your colleagues in 
the medical profession to have that budget increased 9 

Dr Slone I think the average person in the medical profession 
is so preoccupied with practicing medicine that they don't have any 
insights into what has to be done or what priorities are necessary 
in the area of setting public policy 

Mr. Sfamansk\ How about academic medicine 9 

Dr Slone Even the academic folks spend a great deal of time 
practicing thcrugh, as you saw this morning, the} are generally 
aware #of the problems 1 don't think there is an effective lobby I 
am always astounded at how the medical profession does not repre- 
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sent publjC health issues eilectively I don't understand it I sharf 
your chagrin at why it i* not effectively enuruiaied 

I don't know what the appropriate sum of money is I cannot 
help but be aware of the current clirnate of reduced spending that 
seems to be fashionable I would like to echo what I)r Ryan £aid 
and that is that the most expense disease yfhat you can have in 
society is* a ori£ .that begins at the, moment /6\ birth and has to be 
earned through an entire lifetime f 

I don't know what the cost to the United States and society is of 
some 120,000 malformed children each vear in terms of economics 
In terms of human misery it is incalculable 

All I can tell you is that the malformation part of our studies 
costs approximately $1 million a vear The bulk of that comes from 
private industry I think it should be ^)art of the record that th^ 
malfdrmation study that I described todav and the data I have 
shown you carries from a study that is in the main* funded f)y^ 
Hoffman LaRoche This was funded initially in 1070 when they 
* werti concerned about the allegation that the drug diazepam — 
vaji urn— might be the cause of malformations and they requested a 
stud^to be done in order to clarify that issue 

That stud> is still under way and no definitive results have 
emerged It was designed in such a wav so we did not exclusively 
look at diazepam, but 'ooked at the entire spectrum of drug:s That 
has cost a great deal of monev 

The Food and Drug Administration does provide core funding for 
our general ^tudy which encompasses maru various aspects of drug 
induced diseases 

Malformations are just one part of what we do Insofar as the 
Food and I Hug Administration has, over the past "i vears. provided 
.">0 percent oi our core costs, it is fair to sav that the Yood and Drug 
Administration must share the responsibilitv for funding'thfs mal- 
formation studv 

The direct costs for that mallormat'on *-tudv have come from 
industrv 

Mr (JoKK 1 ruight note that th 1 relevant budget in question is 
being cut fronrS] ~> million to SI 1 million 
Dr Slunk Yes 

Mr (jork Mr Walgren*'. - 

Mr VValokkn I wanted to ask when you move from the cohort 
studv to t hh case control studv v you reallv get very specific as to 
the defect arVi one of the statements that ^track me is that perhaps 
drugs can caiW a range of defects, particularly — »- 

Dr Si.ovk That is a miscomprehension We do not become spe- 
cific VVe steer -the system but we interview everv single different 
malformation we can get in an are% 

We blanket an area anti we try to identify everv malformed child 
and we try to cover the widest possible range of malformations 

Mr Waia.rkn Solelt on malformations You art 1 excluding any- 
thing like spontaneous abortions'* 

Dr Slovk Yei * 

Mr VVai.(.RKN You are excluding, I am sure on the kinds— 
perhaps things that are not considered as severe 
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Dr SLo.Vfty Mental derangements in functioning or motor We 
Have not studiep that That is a totallv different thing It is a 
legitimate and important area, but we cannot studv everv thing 

We have rttricted ourselves to yfrat we think i> the most impor- 
tant area initially That is phvieal malformations, but correlated to 
what >ou have-iaid is that one of the limitations wt see to our 
stud> is the fact because we are uiflv studv tng TOO or SOU mal- 
formed children per/ year the range ut malformations that we can 
trap in x/ur sWerh and evaluate is limited bv small number- 
• If -vou a^ked me ttf do what I thought was the best job for the 
United States, I would sav we should be studving between 
and o.OOO malformed children each year but I cannot foresee in the 
near future having the funds to do that 

One nurse interview er deploved in the field can conduct between 
200 and :*00 interviews per year maximum That means finding 
them, chasing them dow.n! getting permission from the doctors, 
"permission from parents, setting up interviews, traveling to peo- 
ple's homes, doing the interview, and so forth 

So it means that for everv 1.000 malformed infants that need 
studv vou need three full-time nurse interviewers in the fieV, so 
\ou ctarTset 1 what kinds of costs we arc dealing with 

Forxeverv three interviewers vu have in the field, you need a 
group of people at the centraKlacilitv in order to process the data 
and administer the studv 

\lr \V A L( i K K N That is on case control } 

Dr Su)NK On case control 

When vou talk about cohort studv, the order 'if magnitude of 
expense goes up \v a hundred! old 

Mr Wjl'JKKN What is so expensive about the kinds v\ broad 
informational gathering of data that would up a hundredfold on 
an mdiv idual ca<e'' 

Dr Sionk The ^cohort studv is serv inefficient h*r everv 100 
women vou would enrol] in <i cohort ^lud\, onlv three would he 
malformed Vou 'nave '> percent Vield 

We have alreadv -pent 200 million dollars conducting a cohort 
studv You have on tile a book that was published as a consequence 
of that analvsis That analvsis was frikstratmg because we ended 
up with Vssentiailv fewer malformed children from ,V>,0UO pregrumt 
women than we cur rent I v have after a couple of sear* of modest 
effort applied to starting wtth, malformed children rather than 
following the pregnant mother. 

Mr Gokf The (.est associated with h a cohort stud> might be 
reduced sigmfiiuntlv bv f>igg\ bo* king data from HMOs and Medic- 
aid, is that not -.or rec'*' 

Or Sm\i- Ve- vou maid do that i am not adverse to usmu 
•if her resource^ 

For example Keisrr Perrnanente m Los Angeles has %i verv large 
moup of people tfiev provide medual care to Perhaps one dav in 
the future that resource o»uld he tftili/ed. hut on< e a^iin, HMOs 
can prov ide baMcallv the -.ame^wo kinds of data 

Vou can take HMO information and Use it in a cas* control 
mode Yen i an sav we will look at all malformed children that this 
HMO identifies or vou can look at it from the point of view of 
following the mothers themselves The inherent limitations 1 de 
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scribed of these two approaches are still present The source of the ^ 
data makes no difference. 

If you have 10,000 pregnant mothers, you are going to end up ^ 
with 500 malformed children no matter how you shoe it. 

Ypu have small numbers problems. Once 1 again I know you are 

* * interested— for example, you indicated in your letter you were. 

curious about the kind of risk estimates you can place around a 
^ ' particular drug: Let me emphasize where yo\i have tiny numbers, 
, • statements you make about safety or nonsafety then have such 
enormous ranges around them they are not terribly useful. 
That is a Anction simply of numbers. One cannot overemphasize 
, f that in this particular circurffstance what we really need is a study 
which will have sufficient material so we can make estimates that 
are fairly tight and that- u*n be used properly by public health , 
authorities, by the Food and Drug Administration 
•Mr Walgren The difficulty I have is that if you were to assume 
■ that a drug could cause different kinds of birth defects, and then 
vou rule out some of those birth defects such as whatever might 
trigger a miscarriage, that yoa then would reduce the-incidence in 
the ones you actually looked at down to such a degree that th \v 
would get lost in the normal expected frequency of birth defects. 
We would have missed putting our finger on causstion Does that 
trouble you° 

Dr, Slone It doesn't trouble me, because all we know concerning 
animal effects, a proven experience in the human population, is 
drugs virtually never cause malformations across the board. They 
are always of one sort and perhaps with overflow to one or two 
other systems We u-e such a wide range of malformations ranging 
from serious to trivial, &uch as inguinal hernia, that we are reason 1 * 
ably confident we are not missing low level teratogens in this 
approach We are reasonably confident we are not missing some- 
thing that is causing every single conceivable malformation. You 
have to postulate the drug was causing virtually over 50 or. 100 
malformations with equtll frequency in order for us to lose sight of 
a teratogen under those circumstances 

Mr Walgren So you are saying the studies you are involved in 
are so inclusive io their definition of birth defect they are going to 
piVk up what vou would expect 01 

/Dr Skone I think initially they are going to pick up birth 
devct'ts^ that are reasonably common, that we ha^ sufficient 
information on, as the study expands and becomes institutionalized 
hnct «4£ we are able to study greater malformations. 

Mr Walgren Let me ask you thte. Was closed bladder— we/e 
their included in vour Bendectin malformation study? 

Dr Slone We only addressed in that stud^ two malformations 
We looked at a spectrum of cardiac malformations, and we looked 

* at cleft anomalies There are any number of other anomalies we do 
not have enough information on to make a statement about. We 
hope, over time, as we continue to collect malformations we will 
continue to publish papers on Bendectin and other malformations 
ana* show there is an association or there nS#iy be an association. 
But at the- moment the data is not available to address that issue 

One of the reason* why I think it is urgent for this stgdy to be 
expanded to an order of magnitude, commensurate with the needs 

ERIC s < 211 



20 



is. because we need to be able to look at some of the rarer malfor- 
mations that we can't address at the present moment 

Mr, Gore. Thank you I have a couple of brief questions, and 
then we will move on What about a study to establish a base ratd 
among women who use no drugs during pregnancy? Has that been 
attempted'' 

Dr Slone You are talking about the cohort If one were to go 
the cohort way, you would want to include the group of women 
Mr Gore But it has not been done, 

Dr Slone In the book we have there jyere a small number of 
women who had not used any medication, but it is tiny I think in 
th£" case-control study we do $nd women who have used no drugs 
whatsoever 

Mr, Gore Now isn't it true that both the case-control approach 
and the Cohort method make it difficult, if not impossible, to pick 
up problems associated with new drugs in a reasonable period of 
time 0 

Dr Slone I think that is very difficult As a new drug comes on 
the market, it has to penetrate the market sufficiently in order to 
express its effect before we can pick it up 

Mr Gore The deficiencies of the only available epidemiological 
approaches enhance the importance of drug^ experience^ reports 
provided by the pharmaceutical companies, don'l they''* 

Dr Slone. But the nature of drug experience reports, however, 
in pregnant women, once again, are saddled by the slides I showed 
earlier where, for example, there is a certain baseline expected, 
malformation rate you would observe The only situation where 
case reports are useful is where you have a rare malformation, a 
strange malformation and rarely used drugs The coexistence of 
reports of rare malformations in association with rarely used drugs 
ha^ a lot more importance because as you can see from the illustra- 
tion where a drug is only used by one-tenth of 1 percent and the 
malformation is extraordinarily rare, the probabilities of those 
reports coming in due to some totally chance association are obvi- 
ously much less than m the drug whic 5 ised commonly and in a 
malformation whic^ occurs commonly, so spontaneous reports have 
a role to play ^ 

If you wanted to certify a drug for specific use in pregnancy, you 
could require all women who used that particular drug to be fol- 
lowed so what we call the restricted focused cohorWfor only those 
women who only use that drug makes some sense 

Mr GoftK As far a* you know, ha& FDA ever required such a 
study' 5 i 

Dr Slone As far as I know, no B-4t my knowledge in this area 
is incomplete 

Mr Gore The statistics and the numbers can have a numbing 
effect but different >orts of lessons can be derived from studies 
such as yours by circumscribing the areas of uncertainty and the 
areas within which debates are raging You can also highlight the 
importance of information upon which we ran rely and the vast 
amount o! uncertainty enhances the importance of information 
such as tha f derived from timelv drug experience reports and 
makes it all the more important that companies provide them and 
not sit on them or in any other way screen them because each one 
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of them has the importance magnified many times over by the v^ry 
uncertainty* that is associated with the other epidemiological evi- 
dence that we have available. 

So although we can be numbed by the statistics, we can also « 
learn from them I have some other questions but I think I will 
forgo them. We appreciate the excellent testimony you have pro- 
i vided and the work y6u have done really remains the most defini- 

tive in this field, and we appreciate your contribution today. 

Mr. Gore Next we have Hon. Arthur Hull Hayes, Jr., MD., 
Commissioner, Food and Drug Administration; accompanied by- 
Marion J. Finkel, M D., Associate Director for New Drug Evalua- 
tion; and Judith K Jones, M D., Ph. D., Director for Division of 
Drug Experience. 

Eh*. Hayes, it is always a pleasure to have you appear before the 
subcommittee. I had some kind words for you earlier in the pro- 
ceeding which I shan't repeat on this occasion, but I have been 
most pleased with our working relationship and I am delighted to 
have your testimony on this matter 

Without objection the entire text of your prepared statement will 
be put into the record Do the other participants have statements 
also? 

s. 

STATEMENT OF HON. ARTHUR HILL HAYES. JR. M.D., COMMIS- 
SIONER, FOOD AND DRUG ADMINISTRATION, ACCOMPANIED— 
BY MARION J. FINKEL. M.D.,- ASSOCIATE DIRECTOR FOR NEW 
DRUG EVALUATION. BUREAU OF DRUGS, FDA; JUDITH K 
JONES, M.D., PH. T).. DIRECTOR, DIVISION OF DRUG EXPERI- 
ENCE, BUREAU OF DRUGS, FDA: AND TOM SCARLETT, CHIEF 
COUNSEL A 

Dr. Hayes. They do not, Mr Chairman. 

^Mr. Gore. Please proceed with your presentation. 

Dr Hayes Thank you, Mr? Chairman, and thank you for your 
pr&ious remarks. I^will look forward to reading thern in the tran- 
script. 

May I at this time, in addition to my colleagues who accompany 
me, introduce Mr Tom Scarlett, Chief Counsel for the Food and 
Drug- Administration, who is with us hem today. 

Mr. Chairman, I am pleased to accept your invitation to appear 
at this' important hearing. In the past several ye^rs, we have 
witnessed an increased awareness by physicians and other health 
professionals and by prospective parents in the safety and effective- 
ness of drugs used in obstetrical practice, particularly those used in 
women durihg labor and delivery. Th^ primary focus of this aware- 
ness is on the potential risks these drugs may pose to the health 
and<=well-h3eing of unborn and newborn infants. We at the Food and 
\ Drug Administration (FDA) share this concern, and I am pleased to 
have this opportunity to describe our policies on deugs which may 
be used in pregiiant women and during labor and d&ivery 

I should start by 'expressing a weli-knowrv axiom thut no pharma- 
cologically active substance is completely free of risk. Thus, any 
active drug which is capable of exerting a pharmacological effect 
carries with it some potential to produce untoward effects. In most 
instances, the untoward or unwanted effects occur in the same 

person who takes or receives the drug and in whom the intended 
* * 
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effect is directed In such cases the benefit- tisk determination is 
relatively straightforwaid The question ib, do the potential 
ber.afits from the drug to help in diagnosing or treating a particu- 
lar dVease or condition outweigh -its potential to produce harm or 
undesirable effects* In drugs used in pregnancy and during obstetri- 
cal practice, the benefit'nslt considerations must take into account 
the potential of a drug, intended to help the mother, to cause an s 
unwanted or undesirable reaction in her child In evaluating a new 
drug for marketing, the agency attempts, within scientific limits, to 

assyss the risk* and benefits. The results of the assessment are_. v 

communicated to physicians in the official labeling of the drug^ \ 
This labeling i& carefully reviewed with the drug's sponsor prior to 
approval so that each product catf be used in a way to maximize its 
therapeutic potential while minimizing its risk 

Since th% early IMO's, FDA has been aware of fetal damage 
resulting from \anous environmental agents to which the mother 
waft exposed, such as X-radiation and rubella virus infections 
Ammoptenn "a drug marketed in lltfl for treatment of acute leu- 
kemia, bore a strong label warning against use in pregnant women 
The warning was based on adverse effects in animal reproduction 
studies which included abortifacient effeos and abnormalities in 
the embrvo 

Teratogenic effects in the human infant were subsequently dem- 
onstrated bv the birth of severely malformed infants as a result of 
unsuccessful use of the drug to induce abortion This was one of the 
tir^t drugs demonstrated to have teratogenic effects in humans and 
the effect had been predicted from amnio i reproduction studies 
-Adverse effect- on the offspring may include teratogenic effects 
during cnticareariv periods of organ development in the fetus; 
pharmacologic or toxicologic effects of the d^g during or immedi- 
ateiv following exposure, or delayed'effects which may become 
apparent months or vears after exposure An example of delayed 
effects is the development of adenocarcinoma of the vagina in 
teenage girls and young women as the ,->sult of their mothers 
exposure to diethvlMilbestroK DES, during pregnancy 

Wo believe that increasing public and professional aw_i*feness of 
these potential effects has been a contributing factor in the de-, 
creasing use of drugs both in number and dosage during labor arid 
deliverv in recent vears I am equally convinced. Mr Chairman, 
that the judicious use of effective drugs in association with im- 
proved obstetrical care, advances in monitoring techniques, and in 
care of preterm and newborn infants, has contributed to the de- 
cline in maternal and neonatal mf rtalitv over the past two dec- 
ades Approximateiv 20 vears ago, the maternal mortality rate was 
.',7 per 100,000 Ine births, today it h less than * per 100.000 
Neonatal mortalitv during th<* same period has declined by nearlv 
hall The paradox is th.it technological advances products and 
procedures for obstetrical care have themselves raised new ques- 
tions concerning their safety and effectiveness It is appropriate 
that the public he informed of these issues, since the level of risk 
which is acceptable to soeietv as a price for the benefits derived 
from these scientific advances is indeed a public policy issue 

FDA policies and programs relative to fetal protection have de- 
veloped along several lines animal and human testing require- 



ERIC 



2\\ 



merits to ^stabh^h safety and eflect ive ness of new products for 
marketing, benefit risk decisions on approvability of drugs lor mar- 
keting, preparation and dissemination of labeling and other 
information on these products, .conduct of postmarketing surveil- 
lance to determine the incidence of known adverse effects, and to 
detect previously unsuspected adverse effects, and review of new 
information on potential fetal risks derived from various- sources, 
followed by action** appropriate 19 the findings In describing these 
programs I will also outline the limits which confront us m certain 
areas * 

FDA's investigational new drug regulations and clinical guide- 
lines require that before a ne.v drug can be studied in humans, the 
manufacturer must submit evidence of the drug's identity and 
purity, the results of pharmacological and toxicological studies con- 
ducted in animals, the results, if any, of human experience from 
clinical trials conducted outside the United States; and a reason- 
able plan for studying the drug in humans With few exceptions, 
women of childbeanng potential may not participate as subjects 
until reproduction studies have been completed in at least two 
animal species 

FDA guideline- for reproduction studies in animals are designed 
to determine effects of drugs on the entire reproductive pnxess. 
including the effects on fertility in the male and female, conception 
and implantation of the embryo m the uterus, development and 
survival of the fetus, the birth process, and the survival and well- 
being of the offspring 

Women of childbeanng potential who are n<*t pregnant may 
participate as subjects in the clinical trials if the reproduction 
studies in animals do not reveal any potential lor adverse effects 
on the reproductive process and if reasonable safety and evidence 
of effectiveness were demonstrated in early studies in men and 
postmenopausal women 

.To participate in such clinical trials patients must give their 
informed consent, which mcludes their understanding of the 
nature of the investigation and the potential risks they may incur 
Animal reproduction studies do not always* predict potential 
human teratogenicity, therefore, a woman's informed, consent to 
participate should be based'on a clear understanding that a lack of 
teratogenic effects in the routine animal tests by no means guaran- 
tees safety for the human fetus For drugs other than those used 
for a condition related to pregnancy, FDA's clinical guidelines 
advise that pregnancy tests be performed prior to introduction of 
an investigational drug in women of childbearing potential, and 
that the patient be informed of suitable contraceptive measures 
The guidelines also recommend that, when women become- preg- 
nant during a study, fetal and perinatal follow cp should be con- 
ducted 

With the exception of drugs specifically indicated to treat a 
condition resulting from pregnancy, such as eclampsia or prema- 
ture labor, or dr/ug< used during labor and delivery, pregnant 
women" are usually excluded as research subjects in studies of 
investigational nrugs The involvement gf pregnant women in 
research raises /the still unresolved is>ue of legally valid informed 
consent for the unborn child to be itself involved in research not 
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intended for its benefit, The result is that controlled clinical, trials 
in pregnant women are ethically justified onl\ for drugs interred 
^ for>#aating conditions specifically related to pregnane), since only 
inihiU population can effectiveness of the drugs be established and 
the, risks for both the woman ahd fetus be defined Such treatment; 
when successful, can be considered of benefit to both the woman 
and the child These dr* x ugs are few in number, however, and the 
majority of drugs cannot be assessed for fetal safety in clinical 
trials pYior to marketing This is true e\en though once on* the 
market the drug may be prescribed for use in pregnant or poten- 
tially pregnant women in need of treatment for the condition lor 
» which the drug i£ indicated . ' 

This policy reflects departmental regulations regarding the pro-' 
tectum of pregnant women and the fetus as research subjects The 
regulations are based on the recommendations of the National 
Commission for the Protection of Human Subjects of Jiiomedical 
and Behavioral Research. The regulations specify that, if the gener- 
al requirements are met, including informed consent, a pregnant 
woman ma> participate in research if its purpose is to meet the 
health needs of the mother and the risk to the fetus is either 
minima! or is Limited to that which is necessary to meet the 
mother s health needs We have interpreted this to> include 
research only on investigational drugs or devices employed to diag- 
no>e or*treat a condition related to pregnancy, labor, or delivery 
Brug research in general does Yiot meet* the requirements of 
.minimal risk to the fetus since animal studies are not totally 
predictive of potential risk As one means of addressing this dilem- 
ma, the FDA. has recently taken several important steps designed 
to improve the reliability of animal tests as predictors of reproduc- 
tive and teratogenic effects* in humans A reproductive toxicity risk 
assessment group has been established under the auspices of the 
interagency regulatory liaison group. IRLG, to develfp criteria to 
support consistent interpretation and utilization of teratologic d^ta 
from animals and humans The group will arrive at a consensus of 
such questions as what data are required to determine that a 
substance pose* a teratogenic or reproductive hazard to humans, 
what are the criteria for evaluating data, what is the best design 
' for the conduct of animal experiment^ and how accurately do 
animal tests predict human hazard 9 To assist in this endeavor the 
IRLG will hold a workshop on reproductive toxicity risk assess- 
ment at FDA on September 2\-2>\, 

PDA's National Center for Toxicological Research tNCTR) is con- 
■ ducting an mterlaboratory study to evaluate the reliability and 
sensitivity of a group of animal tests that detect postnatal behav- 
ioral effects induced by prenatal exposure to chemicals These be- 
haMoral tests may provide evidence for teratogenic effects more 
subtle than the anatomical changes which are the endpoinl oi 
conventional animal teratology testing When reliable methods are 
developea which will vield valid data relating to human infants, 
they will be meorpoi afed in FDA's guidelines for animal reproduc- 
tion studies Furthermore, as new* preclimcal technology improves 
ri^k detection it may be possible' to expand the kinds of clinical 
trial- m which pregnant women can participate 
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In cooperation with^the iKLft. NCTR is also evaluating the use- 
fulness of short-term teratologicul prescreenmg tests to establish 
priorities tor further testing qf chemicals 

In addition, FDA scientists ^participate • in some of the working 
groups of the IRLG in the United States and the multinational 
Organization for Economic Cooperation and Development, OECD, 
that are involved in the preparation of toxicity testing guidelines, 
including those for reproduction and teratology* These guidelines, 
when adopted, will result in use of uniform-testing criteria for 
chemicals by a large portion of the developed world. Presently, the 
IRLG has guidelines published for teratology studies and has pub- 
lished fof^comment guidelines for reproduction studies 

To optimize the design and conduct of clinical trials of investiga- 
tional drugs, FDA concluded that written guidelines which provide 
the current testing approaches that experts consider desirable 
should be developed for drug* companies and investigators To this 
end, VDA and its scientific advisory committees have developed 
over 2o clinical guidelines for the study of various drug classes in 
human** Where appropriate,' specific advice is given on tests to be 
conducted in pregnant women and their offspring exposed to an 
investigational drug, as. for example, in the Local and General 
Anesthetic Drug Guidelines 

As vou are aware. Mr Chairman, anesthetics, particularly local 
anesthetics, are widely used in delivery The Anesthetic Guidelines, 
recently updated bv our Anesthetic and Life Support Drugs 
Advisorv Committee, provide that, in obstetrical patients, studies 
should be directed to determine effects on the fetus, such as placen- 
ta 1 transfer of drug;?, respiration and short-term neonatal neurobe- 
l\a vi oral effects/ 4 j * 

The question has been raided bv some whether long-term neuro- 
behavioral tests involving up to 7 to 10 vears of followup of the 
offspring should be conducted 

These tests would be utfed to detect possible delayed effects of the 
drugs on mental activity and behavior Our Anesthetic and Life 
Support Drugs Advisorv Committee, supplemented bv consultants 
in obstetrics, neonatology, developmental pediatrics, neurology, 
psychiatry, epidemiology, ana* biostatistics, recently conducted a 
comprehensive review of the literature on short- and long-term 
neurobehavioral effects in infants of drugs used in labor and deliv- 
ery The committee concluded that these drugs can exert short- 
term effects and recommended changes in the labeling of obstet ri- 
val anesthetics to include this information The committee advised 
that short-term nearobehavibral tests be made mandatory for in- 
vestigational studies ol new drugs— prev lously it had considered 
such tests as optional The committee voted unanimously, however, 
that no regulatory action was indicated at this time with respect to 
delayed effects on the child 

When animal and clinical studies on an investigational drug are 
completed. FDA makes a decision on whether the drug has been 
shown to be safe and effective and whether its benefits outweigh it^ 
risks For drugs that are specifically indicated during pregnaricv, 
such a decision necessarily involves consideration of risks to* trie 
fetus Drugs for the treatment of premature labor 01 threatened 
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abortion where evidence showed that they damaged ihe tetus 
•would not, of course, be approved fur marketing 

On the other hand, other drugs which might be u*ed tor condi- 
tions related to pregnancy or delivery but which would also be used 
in the general population for other purposes would be approved 
despite the fact that they may pose a risk to the fetus In such 
cases the labeling for these drugs would warn the physician about 
such risks, and. if they were major, it would recommend that these 
drugs not be used in pregnant women For example, the diuretics 
iurosemide and thiazides, used for the treatment of edema— a con 
dition which is not uncommon in pregnancy but which occurs most 
often in older patients with heart diseases— may cause fetal harm 
and the labeling for furosemide contraindictues its use in pregnan- 
cy except for life-saving conditions and for thiazide warns that use 
in pregnancy should be judicious Of course, if a drug that would 
have wide applicability in a pregnant woman, as well as in the 
general population, such as a local anesthetic, were to cause seri- 
ous* depression of the neonate in recommended doses, we might 
ver> well refuse to approve such a drug for use in labor and 
deh\er> because alternatives for these indications are available 
that do not have this effect 

Benefit risk confederations are not made by FDA staff alone We 
have 1~> advisory committees to which important drugs and impor- 
tant new safety issues: are brought for deliberation and recommen- 
dations for appropriate action ^Frequently the committees are 
aided by consultants with particular knowledge or expertise. Our 
Fertility and Maternal Health Drugs Advisory Committee, for ex- 
ample, reviewed the new drug applications for ritodrine, a drug 
u*ed Jpr-pTofTiature labor, and the drug, bromocriptine, used in 
tefftfle infei4iht> In both cases safety to the fetus was an impor- 
tant consideration This same committee also considered the use of 
oxytocics in elective induction of labor and recommended that such 
drugs not be used for that purpose 

This committee recently conducted an extensive review of the 
epidemiologic studies on birth defects ir^women who received Ben- 
deetin for nausea and vomiting of pregnancy. FDA invited worid- 
reknowned experts to appear before the committee in this public 
meeting The committee concluded that there is no^evidence that a 
causal relationship exists between Bendectin and birth defects 
However, because the committee had a residual uncertainty based 
on two studies, it recommended continued surveillance. I have 
previously mentionecLth'e review by our Anesthetic and Life Sup- 
port Drugs Advisory Committee of drugs used in labor and deliv- 
ery 

When a decision is made to approve a drug for marketing, FDA 
takes particular care to assure that the labeling reflects accurately 
what is known about the safety and effectiveness of the drug, 
including safetv for a fetus exposed to the drug The labeling is, of 
course, updated when new risks are identified after marketing 

Labeling for prescription drugs has long contained information 
on animal reproduction studies, human epidemiologic studies and, 
when data are available to make such an assessment, whether a 
drug should or should not be used in pregnancy For example, 
labeUmj * f >r anticonvulsants, minor tranquilizers, certain anti-infec- 
x ) 
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um dru^ and ivtoto\ic anticancer agents contains inturmation on 
m^k- • > the fetus In an effort to systematize the information and 
!<■ provide degrees of relative risk, FDA's new prescription labeling 
regulations, promulgated m H>7*>, provide a method tor supplying 
pregnancv information tor all drugs in a manner which will allow 
'he phwuan to make an informed -judgment on the advisability of 
•j-im: a spt-Lifh drug m a pregnant woman and to share the 
•ilornuition with the patient 

'Ihe piesi riptior, drug labeling regulation^ also provide that, if a 
iia^ has a recognized use during labor and delivery (whether or 
n.»* it labeled tor -uch use*, labeling information must include 
if i effect of the druti on the mother and fetus, on the conduct of 
iahf» and on the later growth and development of the child If 
-u, u information is not known, the labeling must so state 

1 am submitting a copv of these labeling regulations for the 
".eni All drug- approved m the past l 1 ^ years contain such 
a formation in their labeling *For drugs approved prior to a 

- heiiuie tor relabeling based on drug clashes provides for submis- 

- 'i. to FD \ bv December 1!>^2 of revisions to their labeling. By 
. ,v \ revi-ed labeling l<;r all marketed drugs will be in effect Many 
m vi^ed labels, hi course, will be available to physicians as early as 
r,*'\i veai In addition, FDA is developing class labeling for over Hi) 

• p ac • la— i—" Th 1 ^ labeling will enable physicians to compare the 
*;-k- anum^ the individual drugs in a class Class labeling has been 
drilled lor narcetu analgesics and anesthetics, drugs which are 
tl ^eii in labor and delivers, and these provide v. formation on short- 
:ern. risks to the fetus and whether or not effects on subsequent 
^rowth and development are known 

The-e labeling el forts will, we believe, go a long way toward 
;»ro\ii* aa the best available knowledge in a form Useful to physi- 
_ icifi^ and patients It should be noted, however, that manufactur- 

• r- are riot b* ing asked to conduct animal reproduction studies for 

i irut^ that have never undergone such testing or human epide- 
e V"Uk -tudie- where such studies have not been conducted before 
• wT-ere londusjons on satetv cannot be reached because of the 
r Mdequ.av ol the studies In cases where data do not exist, the 
■ ari^hnt, will point out the lack of such information and the physi- 
i m tan judge whether to prescribe a drug whose labeling does not 
a.tain mtormation 'iuni animal or human studies or to prescribe 
alternative drug where information is available 
We are a No directing our efforts to a review of the active mgredi- 

• , f - m • a er-t he-counter |()TC! drutr products for safety and effec- 

• w!if- arid im[>iementation ot appropriate labeling For those 
.Ir.:*;- for whkh a potential risk to a fetus has been identified. 
mN N to ton^umers will contain warning information Where a 
<i' is a-ed in a prescription as well as an over-the-counter formu- 
. it. on labeling will be compatible for both formulations Drugs 
Ahkh are found to f)ose a serious risk to a fetus will not be 
, * r tmtted to eater or remain on the OTC market 

In addition to labeling, FDA uses other methods to disseminate 
■nfr.rmU'on an potential risks of drugs The FDA Drug Bulletin is 
i-'rihuted at least tour times a year to over 1 million health 
: -.»!es^ tJ naN Our maga/ine, FDA Consumer, has contained arti- 
t -l interest to nreunant women and reprints are widely circu- 
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lated to consumers and are available through our district offices 
and the Consumer Information Center in Pueblo, Colo 

At the time of approval of a new drug for marketing FDA issues 
a detailed summary of the animal and clinical studies conducted to 
establish its safety and effectiveness, including adverse effects asso- 
ciated with the drug These summary bases of approval fSBA's] are m 
available by subscription to all interested parties from the National 
Technical Information Service 

The drug manufacturers issue 'Dear Doctor letters" to dissemi- 
nate information on important, newly discovered risks. In addition, 
FDA's drug advertising regulations require that manufacturers 
provide iair balance in presenting the benefits and risks of their 
drugs to prescribing physicians 

In your letter of invitation you asked me to consider methods for , 
providing information to patients As £ physician I feel strongly 
that doctors should inform patients about the drugs they intend to 
prescribe for them and be prepared to respond to their questions. 
* With respect to written infoimation for patients, many private 
sources have made such information available in book and leaflet 
form As you are aware, FDA requires manufacturers of oral con- 
traceptives, estrogens and progestagens to prepare patient leaflets 
which contain information on risks of these drugs to the fetus 
These leaflets are being distributed by pharmacists 

I am currently reviewing the patient package insert regulation 
and considering "what is the most effective method for assuring that 
patients receive information about the drugs prescribed for them 
Regardless of the method that is found to be most effective, I want 
to assure you, Mr Chairman, that whenever a serious hazard is 
uncovered,' such as the risk of estrogens and progestagens to the 
unborn chHd, I will require that patients be informed of such risk. 

We believe that our current mechanisms for dissemination of 
information are generally effective but I grant that more might be 
done to increase information on drug safety. For exarnple, we can 
als? consider use of the television announcements to inform women 
that drugs mav pose a risk to a developing fetus that they should 
avoid to the extent possible use of OTC drugs during pregnancy 
and discuss with their physicians the drugs prescribed for them, 
including those to be used during labor and delivery. It must be 
noted that FDA should not bear the full burden of supplying 
information The professions of medicine and pharmacy also share 
a responsibility for providing such information and they have, in 
fact, assumed this responsibility on many occasions 

FDA uses numerous sources to obtain infor/hation on birth de- 
fects A chief source is epidemiologic surveys, such as The NIH- 
funded collaborative perinatal study of .'0,000 women and their 
pregnancies, including drug use; the Kaiser-Oakland study of 
20,000 pregnant wom^n on which followup data for a subgroup are 
available for a period of more than 7 years, the ongoing Centers for 
Disease Control study of trends in birth defects occurring in over 1 
million births annuallv, the case-control studies of .birth defects by 
the CDC and the Boston Drug Epidemiology Unit which assess* 
drug history in mothers of children with birth defectsMhe Colum- 
bia University studv of spontaneous abortions on over 7 QUO fetuses 
[most valuable since the majority ot birth defects result in sponta- 
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neous abdrtions] and the ongoing analysis of the Seattle-Puget 
Sound Health Maintenance Organization [HMO] data base of ap- 
proximately 7.000 pregnancies 

The agency has taken other initiatives to address the problem of 
drugs in pregnancy, including: The formation of an intramural 
Maternal-Child Task Force; the conduct of an intensive review of 
all birtr^ defects and perinatal adverse effects reported to the 
PDAs adverse reaction system, the coordination of all data sources 
on birth defects, and the communication to the medical community 
of our interest in obtaining information on birth defects These 
efforts are part of a larger program within FDA of postmarketing 
surveillance of drugs 

We have established programs which signal problems, such.as 
the spontaneous reporting system, the monthly literature review of 
over 200 journals for new adverse effects, including birth defects, 
and specialty registries of adverse effects We also provide financial 
support for epidemiologic studies of birth defects and other preg- 
nancy problems which test the hvpothesis generated by these sig- 
nals These include the Boston Collaborative Drug StudV Program, 
which has used the Seettle-Puget Sound HMO for stydv of birth 
defects, the Boston Drug Epidemiology Unit, and the Oxford [Eng- 
land] Survey of Childhood Cancers In addition, we are beginning 
to use medicaid data for the study of drug use in pregnancy and 
birth defects 

These programs have produced valuable information that has 
resulted in labeling changes, such as those made recently for the 
drug Bendectin 

Further efforts are desirable and include the following Greater 
encouragement of physicians and consumers to report birth defects; 
expansion of existing intensive local surveillance efforts such as at 
CDC 1 and the Boston Drug Epidemiology Unit and coupling this, if 
feasible,' with a standard method of documenting drug use in preg- 
nanes further analysis of existing automated drug diagnosis link- 
age svstems. eueh as the Seattle-Puget Sound HMO, medicaid, the 
Collaborator Perinatal Study, and the Kaiser-Oakland data base; 
development of, or access to. new automated drug diagnosis linkage 
systems, development an# implementation of use of a standardized 
data record system for all pregnancies and deliveries. Implementa- 
tion even in a portion of the country and coverage of only a part of 
the 3 million pregnancies per year would be highly useful 

I would like to make one final comment, Mr Chairman, because 
of the nature and importance, of the matter, we have given high 
priority and have devoted a considerable amount of our resources 
to programs aimed at detectin^fetal risk and we intend to contin- 
ue these effortsi This is not a problem, however, that can be solved 
by resources alone Our efforts cannot go beyond trje< limits im- 
posed by the available methodology to detect such risks and the 
genuine ethical concerns raised about research in pregnant women 

Mr Chairman, this concludes my prepared 'remarks 1 would be 
happy to answer any questions you may have. 

Mi Uork Thank you very much, Doctor, for a thorough state- 
ment We have heard a lot of criticism here today about the risk/ 
benefit process that FDA engages in when approving drugs. While 
most of us who deal with the FDA on a regular basis know that the 
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drug approval prow* w a risk benefit proce- 1 tend to agree with 
those who sav the average American citizen is unaware of this 
Particularly when we are dealing with such a sensitive population 
as pregnant mothers, what r-»n the agency do to make women 
aware of the kind of process with which we are dealing 

Dr HAYES I don t-know, Mr Chairman, except to comment and 
emphasize e.ffd perhaps expand the initiatives we have alre^fe 
taken The FDA has tried verv diligently over the years, in tact, to 
make phvmcians aware of what safety and effectiveness mean m 
terms of drugs and. therefore, of the approv process so they will 
be aware and can communicate these th s to their patients 
VVt have tried through vano-J avenues U. ach consumers direct- 
ly to let them know what we are doing There are other initiatives 
with which FDA has .beei. ivolved or which have occurred inde- 

^"ISmit it i» a problem and one 1 must confess 1 have been 
concerned about during my po.M at FDA. that Is, on making people 
aware of what we do at FDA, what some of our problems are, what 
sort of assessments we have to make in terms oi risk and benefit 1 
would be verv happv to receive any suggestions on how to be a 
better educator. 1 assure you #e are most interested in this 

Mr. Gore I have a^ggestion rig*it off the bat then The patient 
package inserts. 1 think, would he one way to do it Has the r DA 
ever, or at least since 1W2. not approved a drug because of poten- 
tial teratogenic effects" 
Dr Hayes We have not 
* Mr C-oitK Now I know that whole classes of drugs are not 
Supposed to he prescribed b> doctors to potential mothers, but isn t 
if true that nothing prohibit- the prescribing of DBS to women who 

"7)^1™* There is nothing in the law which the Food and Drug 
Administration enforces that allows us to tell physicians Jiowto 
practice medicine In fact, we have been faulted for trying to do 
that 'hough 1 do notvthink we wore There is a way, if you will, 
through the tort w-ttto and negligence that physicians are ; sup- 
posed to use drugs appropriately and based on the evidence, but it 
is not our responsibility and we do not have authontv to enforce 
that and to tell a physician he may not prescribe a particular drug 
lor a particular patient We can teli them for what indications we 
have apprmed the-drug Th n is m fact what is in the information 
msert that accompanies even drug and it is otherwise reproduced 

° r Whtii we sav a drug htus-the following indications, it means that 
our assessment is m terms of risk and ofiectiveness and benefit 
that it mav he used 4or that case hut there is no vvav we can 
prevent a p'hvsK i.»n from using another drug 

Mi (Jokk Thit i- mv understanding, too Hut what 1 am getting 
,t'|s it von then find a pattern of abuse that the lack ot that 
I,,,,,,,,, ought tn enhance vou. ■■ illingne-s to take more action 
akMiii't the availahihtv ot the drug itself 

Dr Ifuh Tin problem ... that verv often the-e drugs, such a> 
DFS are used in situations where there i> no Mibstitute ot. at 
least .n manv patients there is not DF.S used m intractable 
h„,as ol ....nier U we took that off th- market because a phvsician 
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could use it inappropriately, we would deprive other patients that 
would feel we had no right to keep it from them 

Mr. Gore. Do you ha\ indication that DES is Sfcll being pre- 
scribed in inappropriate c 'umstances? 

Dr. Hayes I do not ha ^ any positive data. If you ask me do I 
think that it ever occurs, I cannot believe it does not, but I have no 
evidence that it does - 

Mr. Gore. Dr. Finkel, do you have such reports 9 

Dr. Finkel. I have seen a draft of a study made on use of DES,\ 
and other estrogens, and oral contraceptives for postcoital use The 
paper is not published. Actually the study showed that DES is used 
very uncommonly This was a study done on students. In fact, the 
most common drug use for postcoital contraception was'an oral 
contraceptive / 

Mr Gore. Is it true^ Dr. Hajres. that if thalido/nide were going 
through the new drug* evaluation process today, th«j*e is a good 
chance that it would be approved? x i 

Dr Hayes. I cannot, speaK to that because I do not lenow what 
tests it would have gone through. When we saw it, it was a com- 
pound that cume from another cbuntrySSo there is no way for me 
to assess, in 1981. what studies it would^have been subjected to. , 
, Mr Gore Well, lets say that it was j^troduced in this country 
today and the American consumer r^fied not upon What other 
countries did but what its own Food ahd Drug Administration did 
to protect the American public. Isn't it true that there is a good 
chance that thalidomide would make it through the new drug 
evaluation process at the FDA today 17 v 

Dr Hayes. You mean in terms of reproductive studies or just in 
general? Because in fact, the compound was not approved because 
of a problem that FDA assessed in terms qf r peripheral nerve 
damage that was found in the countdown. 

Mr. Gore What really happened, as I understand it, was that 
you had some good luck over there— some good work but also some 
good luck — and also it laid around for quite a long time during 
which tirQ£ reports of serious malformations from countries around 
the world began to come in, and that focused the attention of the 
FDA on the specific drug thalidomide. 

DfAHayes That is right. There is no question that the evidence 
on thp pAocomelia came from other countries. The reason it was 
lying arjund the FDA is because of an adverse effect, or toxicologic 
effect about which we were conperned So there was reason for our 
not -approving the drug There is no question that had that not 
occurred and had reproduction studies and others not shown any 
problems, then the drug might very well have been approved. But 
it is a little difficult in hindsight to know what information you 
would have had. 

It is not a question sojnuch of relying on information but we are 
sensitive to any information about a drug, wherever it is obtained 
We will assess the data to see if we think the data are vaiid, but it 
is n$t a question of relying upon it We look for any data or 
information and track it dtiwn. if we think it relates to the approv- 
al of the drug or to the use of the drug once it has been approved 

Mr Gore Well, in the ongoing debate over streamlining the 
procedures, a goal which I, too, want to see reached by FDA. it is 
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well to keep in mind the risks which are stili very grave I know 
that you require reproductive toxicit} tests to be performed, but 
isn't it true that under your own criteria you might disregard a 
positive test for a teratogen? t 

Dr Hayes I. do not understand what vou mean by disregarc If 
you mean that because a drug is positive in a test that there is no 
way it can get on the market, that is not true, because you might 
deny people that would not be at that risk, such as postmenopausal • 
women, infertile women and certainly half the population which is 
male and certainly those for whom the use of what might be a very 
valuable drug I would not say we disregard it, it becomes a Very 
important part of the approval process and certainly of the label- 
ing 

"Mr Gore The FDA guidelines ah I understand them indicate 
that a positive test for teratogenicity is not necessarily a reason to 
disapprove a drug Now I understand that the state of the art 
might be such that positive teratology might not be dispositive. But 
it strikes me we need to be more candid with the American people 
about what wc know and what we do not know with respect to this 
Dr Hayes As I pointed out in my testimony, Mr Chairman, this 
information will be in the labeling or the fact that we do not have 
the information will be there It is true that the guidelines do not 
demand or call for absolute refusal to approve a drug because there 
is a positive teratogenic study in animals. Indeed, for an indication 
that a drug be or could only be used and 'indicated through labeling 
for use in prostatic cancer/ it would not make any difference What 
is important is to make people aware, and we think that the 
labeling which we have updated and think is^urrent with the state 
of science today will make this information -available 
Mr Gore Mr Shamansky 9 

Mr Shamansky Doctor, of necessity, the system here makes it 
difficult to have perfect continuity, although the chairman is 
trving to achieve that as much as possible. 

"if I may continue I know that Mrs Haire has tried and now our 
subcommittee stiff has tried to get a list from the FDA of those 
drugs that are specifically indicated and specifically contraindicat- 
ed for use in pregnancy and that your agency cannot generate this 
kind of a list Don't vou believe that publication and circulation of 
this kind of information would be extremely helpful, if not crucial, 
in giving people important information on which to make their 
choices? 

Dr Hayes Well, I think it could be helpful but I am not at all 
sure it is necessary I am not saying 

Mr Shamansky Lets just take helpful I am assuming your 
agency wants to be helpful if nothing else; correct" 

Dr Hayes That is right 

Mr Shamansky Are you going to get such a list, and how long 
would it take to get if x 

Dr Hayes I do not know It would be expensive, very expensive 

indeed 

Mr Shamansky Why would it be >o expensive' 

Dr Hayes Because the system is not geared. With aU the drugs 
that are variable and a'l the information the system is not geared, 
and it would be rather expensive from the standpoint of resources 



244 



• ZA - 

to so teach the system, if you will, to pull out all drugs by indica- 
tions and by contraindications. ' 

Mr. Shamansky. That is going ta be— the prospective cost is such 
in your mind that you would not make a list 

Dr. Hayes. No, I did not say I would not, but I would have to 
'consider what it would cost me to do it. 

Mijw Shamansky. At what point do you think it would be too 
expensive? 

Dr. Hayes 1 do not know. I can not make that assessment 

Mr. Shamansky You say you don't have any criteria as yet as to 
what would be too expensive? 

Dr. Hayes. No, I do not. Understand it is possible to know for 
any drug whether, in fact it is indicated or contraindicated^in 
pregnancy by merelv looking at the information on the drug. 

Mr. Shamansky Yes Assuming that the inquirer knows all 
about every drug, supposing he wants— -the physician is inquiring 
as to what any number drugs might be good or bad available at his 
particular location. In your method he is limited strictly to what he 
may know at the moment. 

Dr. Hayes No. All he has to do is look at the information that is 
available on every drug If he is looking for a diuretic fon a particu- 
lar condition, he merely has to look at the information on each of - 
the two, three, four available diuretics Under the new labeling this 
will be even easier, because for the important groups of drugs v e 
will have class labeling whereby me^y looking, at the information 
for a drug you will know the comparative assessment fq/ all .of the 
drugs in that class We have addressed thslt problem, and I think 
the class labeling will go a \bng way toward solvThlf-fl. 

Mr. Shamansky. I know you are about to complete regulations 
on drug labeling that will categorize drugs A through X — A, B, C, 
D, and X, concerning what we know about their effects t>n a fetus. 
Of course, I think your agency is to be commended for that. Isn't it 
also true under the system a category A drug that is supposed to be 
safe for use during pfegnancy c£n be designated without either 
short or long-term followup clinical studies or epidemiological stud- 
ies after a drug has been approved 9 We really don't do anything in 
a systematic way to followup drugs that might have problems at 
the moment, do we° 

Dr Hayes, If I understand your question on category A drugs 
where human studies have in fact been negative, then we do not 
demand that every sucry # drug, those that would be relatively safest, 
have the epidemiologic or surveillance studies What you are sug- 
gesting is that we have to have surveillance on every approved 
drug, because this would be the one with the less predictive risk 

Mr Shamansky Let me ask you, do you have any system, crite- 
ria, program for following up any drugs except in the most haphaz- 
ard of fashions? 

Dr Hayes No. that it not true at all We have a number of 
studies for surveillance of drugs just as we have had postmarketing 
surveillance of drugs in the past It is not possible, we feel, to do 
this for every drug or indeed some drugs would never get to 
market if it were necessary What we try to do is determine by the . 
studies we have, for example, for category A drugs, where we have 
epidemiologic data by definition we try to make a determination 
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whether further epidemiologic studies or long-term surveillance 
Will be really helpful. • 

Mr. Shamansky. Doctor, on page 5 of your prepared statement 
you have^he sentence- 

For drugs other than those used for a condition related to pregnancy, FDA\ 
clinica^guidelihes advise that pregnancy tests be performed prior to introduction of 
an investigational drug in women of childbearing potential 

What do you mean by advise? Is that the Equivalent of require? 
Dr. Hayes. Guidelines are advisory, thairis what we think the 
clinical investigator should do and should require in his study or 
before the conduct of the study. 

• Mr. Shamansky. And it would be satisfactory to you or to the 
field in general if they just ignore the advice? 

Dr. Hayes. I think if they ignore the advjpe we would be con^ 
cerned, perhaps, about their competence to perform that sort of 
study. * 
Mr. Shamansky. Then why not require them? 
Drv Hayes. Because it is very difficult to tell physicians or re- 
quire what they Are going to do. All we really Jiave in terms of 
enforcement is that if they do not do certain things that we think 
t are scientifically or ethically justified or their IRB, institutional 
revjew board, feels that you #hould not let them do the studies 
Mr. Shamansky. It seems to me implicit in your statement is the 
fact that it would be bad, it would be unacceptable if they didn't, so 
there is pressure on— 

Dr. Hayes. There is pressure on them to do>it. There are excep- 
tions that one can, conceive— perhaps aJbad verb-4)ut perhaps it 
would not be appropriate in a particular study. I do not think it is 
possible £0 rfiake a generalization that we never have to have it, it 
is a very clear and emphasized part of 'the guidelines that this 
should be Hart of the protocol. ' 

I might point out that we do not always have the final judgment, 
thatis to s>ay, institutional review boards can be rather mbre strict 
aboirtSome of these guidelines as well. 

. Mr. Shamansky. On /page 6 of you*; prepared statement you^say 
the majority pf the drugs cannot be assessed tor field safety in 
epical trials prior to marketing. 

Are, you satisfied with that condition? 

Dr. Hayes. No, I am not satisfied at all. I wish that the state-of- 
the-art would allow us to have adequate and realistically predictive 
■ prescreening and screening and definitive studies, so that we knew 
* as much as we Could, including teratogenic effects for every drug. 
. Mr. Shamansky. Mr, WalgngP 
Mr. Walgren. Thank yoif; Mr. Chairman. 

T wanted to. touch on a couple of Subjects, particularly tvith 
respect to^Bendectin. First, this, as I understand it, is the warning 
that goes to physieians along with the drug, which may or may not 
be passed on to the consumer. Without objection I Vould ask that 
that be submitted in the record at this point. - 4 

Mr. Shamansky. Without objection 
(The information follows | 
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{tendectin > > 

DESCRIPTION 

Each specially coated tablet contains 

Decapryn® (doxylamine succinate)— antihistamine 10 mg 

Pyndoxine hydrochloride 10 mg 

* ACTIONS 

* 

BendecUn provides the action of 1 unrelated compounds Doxylamine succinate, 
an antihistamine, provides anti-nauseant and anti-emetic activity; the pyndoxine 
hydrochloride provides vitamin B« supplementation to help avoid pyndoxine defi- 
ciency that may occur during pregnancy Also, studies indicate B« has an anti- '■ 
nauseant activity The anti-emetic action of Bendectin is delayed by a special 
coating that permits the nighttime dose to be* effective in the morning hours— when 
the patient needs it most. 

% - ' INDICATION * 

Bendectin is indicated only for nausea and vomiting of pregnancy which aw 
unresponsive to conservative measures such as eating soda crackers or drinking hot 
and cold liquids, which interfere with normal eating habits or daily activities, and 
are sufficiently distressing to require ^Irug intervention (See Precautions- 
Pregnancy ) * 



precautions 

Because of potential drowsiness, Bendectin should be prescribed with caution for 
patients who must drive automobiles or operate machinery 

Pregnancy Studies in rats and rabbits have revealed no suggestion of drug- 
induced fetal abnormalities at doses of Bendectin up to 90 times the maximum 
human dose -A review of eight cohort epidemiologic studies (i e . those which com- 
pare a group of individuals exposed to a risk factor with a non-exposed group* in 
women , who received Bendectin % during pregnancy and five case control studies (i e , 
those which seek to detect a specific birth defect) leads to the conclusion that the 
existing data do not demonstrate an association between Bendectin usage and birth 
defects. However, two the case control studies sugested the possibility of an in- 
creased risk of a certain type of defect, cleft hp/palate in one study and heart 
defects in the other Because these two results emerged after multiple analysis of 
the same date lie, looking at many drugs) and for other reasons, these findings a>e 
viewed at this time as hypotheses and not as definitive findings Other studies did 
not report an increased risk of these defects, but additional studies are ongoing to 
help clarify the matter The design of the cohort studies was generally adequate to 
have detected a small increase Uessjhan a doubling 1 ) in the overall malformation 
rate, if it existed, but was not sufficient t© rule out a doubling of a specific 
malformation type, for example, 1 per 1000 to 2 per 1000 For the .above reasons, 
Benflecton should be used only when clearly needed for the treatment of nausea and 
vomiting of pregnancy not responsive to conservative i non-drug) measures 

When a^decisipn has been made to use drug therapy in the treatment of nausea 
and vomiting of pregnancy, the physician should be aware that Bendectin has beetr 
the subject of a considerably I$*ger number of epidemiologic studies* searching for a 
risk of birth defects than have other antmauseants 

ADVERSE REACTION* 

The adverse reactions that may occur aj"e thdse ol the individual ingredients 
Doxylamine succinate ma) cause drowsiness, *ver|igo. nervousness", epigastric pain, 
headache, pejpifation, diarrhea, disorientation, or irritability 

Pyndoxine hydrochloride is a vitamin that is general jy recognized as having no 
adverse effects 

** 

DOSACE AND ADMINISTRATION 

Bendectin tablets at bedtime In severe cases or when nausea occurs during the 
day 1 additional Bendectin tablet in the morning and another i$ midafternoon 
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Mr Walgrkn 1 don't have any cross-examination on that tQ do 
except to indicate for the record that it is a very complex state- 
ment, one that is sort of beyond the Understanding of the average 
individual, if it were to wind up in their h-mds w and try to under- 
score the point that whatever is done in communicating these 
kinds of reservations or facts about a drug oe attempted to be put 
in the most understandable form. I am sure that that is consistent 
with what you had outlined earlier in your intent, is that correct 9 

Dr. Hayes That is right, and I think the e is appoint to be made 
here That information is designed and written for physicians, who 
do not want to be talked down to, who want all the information. If 
it is complex, they feel they are capable of sealing with it and then 
make a judgment Bendectin, in this circumstance, is complex in 
terms of the risks, relative benefits and the like. There is no 
question in the PPI program, the patient package insert that is 
available as part of that program when it is implemented in what- 
ever form is written in lay language and is quite different from the 
material you have before you 

The audiences are different and just as the patient doesn't want 
to read a medical journal, the physician does noCVant to read a 
newspaper 

Mr Shamansky Will the gentleman yield 9 

Am I to infer from that statement that you have a program for 

ppr 

Dr. Hayes There was a program for PPI's proposed and put in 
the regulations before I became Commissioner SVfe months ago. 
When I became Commissioner, I was told I would be responsible for 
this study and for the interpretation of this, a test^study as it was 
designed.* My concern was that I was not sure it wasme best study 
and I wanted, since I would be responsible for its implementation 
and analysis and further decisions, to be sure about the study. The 
study is on hold, if you will, until I have finished my assessment 
this summer of the program and whether in fact I believe it is a 
good study and whether it will answer the questions' That is, do 
the patients get the information, do they understand it, is it the 
best, * the most effective, the most cost-effective way to do it, and 
does it result in some change 9 Does something happen in terms of 
decreased adverse effects, decrease in inappropriate use of drugs, 
decreased interaction of drugs and the like? 

Mr Shamansky You have said a lot in words, but what are you 
driving at, Doctor'' Are you saying that you are not going to use 
simple language to tell the patient what the effects will be 9 

Dr Hayks No, not at all What I am saying is that this particu- 
lar program, the patient package inserts for 10 drugs was designed 
as a study That after 2 years it would be determined whether this 
was* a good way to do it, cost effective, educationally effective and 
the like I did not design \l 

Mr Shamansky If I may suggest, the testimony of every witness 
today— I can't think of an 'exception — has « aid it would not he very 
helpful 

Dr Ha^ks That the package inserts 
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Mr Shamansky Yes, in lavman's languapf, that would be help- 
f'ul 

Dr. Hayes Well, there is* a great difference of opinion as to 
whether PPI's would be helpful 

Mr Shamansky Where does the opposition to PPIs' helpfulness 
come from 9 

Dr. Hayes There are man\ 

Mr Shamansky I would be interested in the idea that it would 
be not helpful 

Dr Hayes Many physicians feel it is an intrusion upon their 
practice; they are responsible for educating patients and they do 
not think a piece of paper which is uniform for all patients for a 
particular drug or group of drugs given b> a pharmacist or stuck in 
a package is appropriate 

Mr Shamansky And we were discussing Bendectin, do you 
apply that to Bendectin 1 £ - 

Dr Hayes That why I am reviewing the program One of the 
questions is Is it a good study to see if it is an effective method? 
Part of that question has got to be answered by that to the further 
question for what drugs are PPI's appropriate There are thousands 
of drugs Should there be PPI's for all drugs, or, if not. for which 
drugs and for which drugs can we best determine the efficacy? 

Mr Shamansky Then you ar^ saying that the objection is a 
_ philosophical one on the part of physicians as to whether or not 
they control the education of the consumer but the consumer, the 
one who gets the drug administered to her and she has a child, 
under this philosophy she is not to be given that privilege? 

Dr Hayes There are many who feel it is the physician s respon- 
sibility to gi\e that information, I am not saving I subscribe to 
that 

Mr Shamansky How do vou feel' ? 

Dr Hayes I think physicians should provide the information. I 
think frequently they do not 

Mr Shamansky the> should provide if But what happens if 
the physician chooses not to, how do you feel about the consumer's 
right to get the information 

Dr Hayes I think the consumer has a right to know about their 
drugs 

Mr, Shamansky How do you feel about a patient package insert 0 
Dr Hayes I do not know if that is the best way to do it 
Mr Shamansky When do you think you will know 0 
Dr Hayes I will know this fall 
Mr Shamansky This fall 0 

Dr Hayes I will know this fall how tu do the study to find out if 
it works. There are no data to find out if this is an effective means. 

Mr Shamansky The reason I am stressing this is that clearly 
based on Mrs Haire's work it would be kind of integral I wish to 
assure you that everv one of the witnesses uniformly thrust far up 
until you felt PPI's would be something that would be helpful Do 
vou believe a patient has the right to know about possible adverse 
effect 9 * 

Dr Hayes I do, with some exceptions, I think there are some 
cases where it is not appropriate to tell a patient 
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Mr Shamansky OK* Where in 'the Hjppocratic oatj? is the 
f doctor given the right to filter the data 0 , • 

Dr. Hayes No. I am not suggesting 6 the physician has the right 

to niter data . x , , _ . ,, 

Mr Shamansky Isn't that the inevitable result of this philos- 
1 - ophv that it is the doctor who has the right to educate the patient 7 

Dr Hayes No ktm saying fhe^pctor has the responsibility to 
educate the patient If he does not do it or doesn't do it properly, 
then we have to find other ways to do it 

Mr Shamansky It seems to me what vou^are doing is saying the 
doctor makes a choice but he doesn't suffer the consequences 

Dr HAYKSj^Tbat is correct. I am not saying that the patient does 
not have thdrnght to get the information 

Mr Shamansky How are you going to get the information to 

him 0 _ ~ , . | 

Dr Hayes. I do not know, that is what 1 am trying to tmd out, I 
am trving to find out the best way; I am trying to design a study to 
• find the answer to that question. PPIs are not the x>nlv mf ±ns of 
providing patient information that have been tested 

Mr Shamansky I didn't mean to suggest it was the only 
method To this legislator it seems one rather 'direct, simple 

method ., . j 

Dr Hayes Well, it is direct if in fact the patient will read it It is 
'not- sample, it is extremely complicated and expensive, that is the 

problem * \ 

Mr Shamansky Simple in the sense that it is with the medicine 
at'the point of contact with the person who is going to consume it, 
simple in that sense I didn't mean to suggest that the information 
contained is simple, it could be very complex information I am 
talking about a method of informing a consumer about something 
that will affect that consumer's life and that of her child I am not 
sure whether vour doubt is about the desirability of the 
' information getting to the consumer or merely the technical as- 
pects of this study 

Dr Hayes Of the methodolgy ^ 
* Mr Shamansky Pardon 9 
Dr Hayes The methodology of providing that information 
Mr Shamansky And that is a big problem for you - 
Dr Hayes Yes, it is a' very big problem jndeed. There is no Use 
* 'embarking upon a program unless you are going to know at the 
end of the studv whether the results mean anything. If we put. 
merely, PPIs or" any other system of patient education out there 
and at the pnd of two, three, five years, we do not know if it has 
made anv difference, 1**n why do we go to the effort or how do we 
decide between the vaTOus modes of providing the information 

Mr Shamansky Doctor, it is mv understanding that vour two 
predecessors believed in the efficacy, the desirability of having 
patient package inserts Do you agree wuh them in that assess- 
ment 0 , . , , , , 
Dr Hayes Tda not know, and I do not know for which drugs 1 
am not sure thev are necessary for every drug that is on the 
market, if indeed that could be workable For everv pharmacy to 
have thousands of package inserts I think would be difficult What 
perhaps *e ought to do if patient package inserts are the most 
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effective way to provide this information, is also decide for wha{ 
drugs they are most important, drugs with highest risk or drugs irf 
high risk groups. 

Mr Shamansky. We have been Concentrating here on pregnant 
women. How about for that class of consumers? 

Dr. Hayes «You ca not very well,. I do not think, design a system 
of information whether patient package inserts or something else 
for a class of patients, it has to go with the drugs. Because preg- 
nant women for one reason or another take a variety of drugs, 
perhaps more than they should, but they still take them neverthe- 
less or at least the possibility exists that they could be prescribed 
for them. 

Mr. Shamansky. I guess my difficulty and candor requires me to 
say that apparently it is good for the patient to have the 
information, but there 'is something about the idea of the patient 
package insert that seems to have great difficulty for you. 

Dr. Hayes. No, there is nothing about it that* has difficulty for 
me, I am just not sure how to find out whether it is the best way to 
provide this information or if in fact it is worth the effort. 

Mr. Shamansky Worth the effort 9 Using what criteria to decide 
worth the effort? 

Dr. Hayes I do not know, that is what we £tre trying to do 

Mr. Gore. Will the gentleman yield? - P 

The fact of the matter is that— let s be candid about it— it has 
been studied for a large number of years and those who have 
studied it from the viewpoint of the public have come to the 
conclusion that of course it is possible for patients to be given this 
information in this form but the, pharmaceutical industry has 
chosen upon the transition to the new Administration and their 
contacts to flex their muscles and bring the process to a grinding 
halt I mean that i^ really what has happened, isn't it, in all 
candor? 

Dr. Hayes. Well, it hat? not to me because J have not talked to 
anybody in. industry about patient package inserts since I have 
been here and my ideas about patient package inserts were chiefly 
formulated before I became commissioner. At that time nobody 
seemed to care what I felt. 

Mr. Gore. Your ideas about patient package inserts as they have 
been expressed here are that you don't know? What are your ideas 
about patient package inserts? 

Dr. Hayes. I think patient package inserts should be studied to 
see if ia fact that is a reasonable and effective way of providing 
necessary patient information, and further, for which drugs or in 
what form should they be made available To say I am agaiost 
patient package inserts is abs61utely untrue, and I have never 
made that statement; I do not think it can be inferred from any- 
thing I have said. The FDA patient package insert program was 
designed to be a study. 

Mr Goke. Do you recognize a commitment made by FDA to 
prepare or require a patient package insert for Bendectin 9 

Dr. Hayes Yes, that was one of the drugs in the group in the 
pilot study, that is correct 

. Mr. Gore Have you withdrawn that commitment 9 
• Dr Hayes I have not withdrawn that commitment 
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Mr. Gore Does the commitment still stand? 

Dr. Hayes, It does. The whole' program has been stayed. 

Mr. Gore. Why? / 

Dr. Hayes. Because I do not know whether that is an appropriate 
drug and I do not know if thk is an appropriate way to provide the 
best information about Bendectin. 

Mr. Gore. Isn't it true that the industry has fought PPIs in every 
forum and at every step along the way? And isn't it also true that 
in speeches during the transition period spokesmen for the indus- 
try indicated that the stopping of patient package inserts was part 
of their agenda and that they were predicted that the patient 
package inserts announced In the previous Administration would 
not be for the coming 

Dr. Hayes. I can not .speak to whether they predicted that, and 
as far as public statements from the groups that we have discussed 
here, and I serve to be corrected, the Pharmaceutical Manufactur- 
ers Association, I believe, in open testimony before a committee of 
the U.S. Congress said that they thought that some form of patient 
package insert >was probably inevitable and probably a good thing. 
I know that in open testimony the American Medical Association 
said they were categorically against them. 

Mr. Walgren. Will the gentleman yield? 

I was particularly pleased to hear you say that you certainly 
honor the commitment to implement a patient package insert with 
respect to" Bendectin because it is my understanding that that 
commitment did not come from the patient package insert program 
or the push for the patient package insert from any consumer 
groups but rather was one of the balancing vehicles that the FDA s 
own committee on fertility and maternal health drugs would be 
very appropriate for Bendectin because of the uncertainties in- 
volved and the fact that vou are dealing with a pregnancy which 
involves another human being rather than just the person who is 
taking the drug. The Bendectin PPI, it seems to me, stands on a 
very different ground it seems to me than do the patient package 
inserts that might be recommended for other drugs, at least as to 
the FDA's commitment to them. That is why I was very disappoint- 
ed when all were put on hold. I would really like to ask that you 
look at Bendectin, in particular, and the patient package insert 
with respect to Bendectin differently than you do the other 10 that 
were agreed to . 

Dr. Hayes. I think that is a very good point. 1 think what 
happened temporarily is that the interest in having a patient pack- 
age insert on this compound occurred at about the same time as 
this pilot program and therefore it seemed reasonable to do the one 
with the other. I think that makes sense. If good data on the 
effectiveness could be obtained, you would have it on a very impor- 
tant drug and one that the advisory committee was concerned 
about 

If for some reason, and I cannot state it now, but if for some 
reason the patient package insert test program would not for scien- 
tific reasons include Bendectin, then we would have to make a very 
important decision. Should not a PPI be done, as it is now for 
estrogens and progesterones and oral contraceptives, on its own 
merits? That is a very good point. The reason the two came togeth- 
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er was fortuitous on a temporal basis i vuink the dichotomy would 
open up again depending upon the form of the decision 

Mr Gore How long will it take for the FDA to decide whether 
or not patient package inserts ought to be issued for Bendectin 9 Do 
you have an estimate 9 

Dr Hayes It is going to take a couple of months because, as you 
know, there are administrative procedures that when I examine 
anything in terms of policy meetings, and comment periods and the 
like are necessary And I am not a lawyer I am sure Mr. Scarlett 
could answer the'details of this if you like I can tell you it will be 
done vvith all the dispatch possible, because I think the whole are; 1 
of patient education and education in medicine and pnarmacology, 
which I have been interested in since I finished medical school, is a 
\er> important one I would not want you or the subcommittee to 
think that I am not interested in patient education. I have been 
ir\uked in this a long time 

The question before me is, Ii3 this a good study** Is this a good 
wa> for me to find out if this is the most effective way to educate 
the public in general about drugs through patient packagejnserts 
I am going to be held responsible for that study when it is finished 
Therefore it is my obligation, I feel, to be sure it is a good study. 
There is no scientist that I know of worth his or her salt that will 
conduct somebody else's study and then be held responsible for it. 

Mr Shamansky I was very pleased to learn just now that you 
have t ought for a long time about patient education. Drawing 
upon that long experience as an educator, what do you know now 
a^ the most efficacious way of informing the consumer, the patient, 
a* to the effectiveness of drugs and its effect on her, in this particu- 
lar case, and the child 7 You don't come here totally "nformed 

Dr Hayes I hope not I think the best and most e, _nt way is 
an individualized and thorough and explicit discussion of the drug 
b> the physician who i:s prescribing it 

Mr Shamansky That does not change anything that we have 
now, does it, basically 9 m 

Or Hayes I am not sure how often that occurs 

Mr Shamansky Let me say that this is pretty clearly all we 
have been doing so far, relying solely upon whatever the physician 
does The question we are raising with 'you here today is, How can 
v\e go beyond, without in any way prohibiting the physician from 
doing that 9 Why do we continue a reliance on the one method 
v\ruch has already p r oved it is not doing the job 9 

Dr Hayek It is not doing the job totally in many cases 

Mr Shamansky This is what we are talking about, the totally 
part 

Mr ( i ore If the gentleman will yield. 

We had testimony today from Dr Brackbill that demonstrated 
quite clearly, it is not a matter of whether the information is 
totally getting there, pregnant women in this country don't have 
anv idea what the effects of drugs prescribed and taken during 
pregnancy are Thev just don't know. She did a very thorough 
study Thvre have been other studies. Pregnant women in this 
tountry are not aware of the effects on the fetus of the drugs that 
th*>\ take during pregnancy And contrary to a statement in your 
feshmom which I think was phrased slightly differently, we had 
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other testimony that mire drugs are beinn consumed during preg- 
nane} todav than ever before, and not unl\ are pregnant women 
not getting the information but the labels are actuallv misleading 
them into believing erroneously that the drugs have been looked at 
for the effect on fetuses and have been given the green light for 
that purpos" And here we ha\e a proposal that worked up — that 
has been worked up ovtr a long period of time to give a communi- 
cation direct I v to the patient taking a drug, explaining what the 
risks and benefits are, and how the\ are compared, and it is held 
up And I think that— well, it is oh\ ious what I think about it, I 
think vou ought to go forward 
Mr Walgren'' 

Mr Walgkkn i would just likt to undergone the point that trV 
FDA at iea>t last vear was m the position of reiving on the 
Fertilitv and Maternal Health Drug \dvisor\ Committee's recom- 
mendations and that wa^ the ground that they stood on to be 
assured themselves that the\ were not putting the public to an 
undue risk St) when vou turn to that committee's recommenda- 
tions, vou find it immediate!} asking for a patient package insert 
with respect to Btndectin and no other drugs at that point And I 
hope you would evaluate that on that h -is, because the FDA— and 
I know the public is relv mg on the FL and the FDA is reiving on 
the experts, and the expert** now sav that because of the particular 
uncertainties involved with this dru^ f and its relationship to preg- 
nane v that a patient package insert would be especiallv appropri- 
ate and in lact recommended 

And I think part of that mav be because we have women in 
tremendous amounts taking Bendectin, percent, when you go in 
and vou ask the experts how manv do vou think should be taking 
BendeUin and thev si\ it should be reserved for the extremely 
rare cases nbvioush there is an excess use ot the drug I think the 
committee, between the lines, was knowing if thev put this 
information m the hands of women a number of them would be 
«. onsen ati\ e enough in their own approcieh to their pregnanes that 
\ou would cut down on that excess use that we all know is there 

Dr Ha^ks I think that is what the\ were cleurlj implying and I 
trunk that was the hope ul their recommendation 

Mr WaUfR*n Let me go on to another subject I would like to 
tr\ to under -tand for the record how the FDA develops information 
on adverse reaction*-, adverse experiences in the oomrnunitv 

Now we have a s\^tem for collet tint; adverse dru^ problems flu 
we not* How does th a happen 1 

\)\ Hani's With - >iir permission I am uonv to ask Dr June** 
wh«» run** the offj • responsible lor thai to v>>u bettor 

mlor mat ion t ban 1 ■ an 

I)r J<»nks BaMcaHv t h * advt rse reaction drut, experience 
program benm- at the tune th* drug is approved fur market mu 
And it extends in lour areas, actuallv One the one which ba- 
boon Him Us^ed todav that i- the reports from the manutai turer> 
Manufacturers are required presentlv to report to us all adverse 
reaction- reported to thorn jl thev are severe, and that includes 
birth defe* N th* v h,iV»- to lie reported within H davs, otherwise 
thev on rept)M»*d o; [•vmimJi, ropur^ ijuarhrlv hianru, dlv t md 
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qpnuall} That is the first source, and it is the major source at the 
present time 

Mr Walckkn Major source is the manufacturer 0 

Dr Jones Of spontaneous reports, yes. The second source is 
direct 1> from the medical community that accounts lor ab U la 
percent of ojur reports And those are retrieved by soliciting 
reports, usuaflv through the drug bulletin 

The third source is from the medical literature. As was noted in 
the testimony we surve> 2(H) English-speaking journals on a 
monthlv basis and capture all information about new and suspect- 
ed ad\erse effects and also include this in our surveillance 

The fourth area is from specialty registries We currently sup- 
port four specialty registries which collect adverse reactions includ- 
ing hepatic reactions, e\e reactions, et cetera These adverse reac- 
tions are collected and considered as signals of problems ; They are 
reviewed on a weekh basis, and we categorize^ hem into a series of 
pnoritv le\els Those of highest priority are those which are not on 
the label and are considered serious We use corroborating 
information, including intormatioa from the other spontaneous 
n-port sources, as wrll as our other funded contracts, to determine 
whether or not this should be carried further 

Mr Wam.RFN So it is* your evaluation of the reports that you 
receive that focuses* the effort.-, and the attention of the agene\ 
Dr Jonkn That is probabU the primary svstem It is fair to sav 
that we are also cognizant of reports that we should be finding, 
that is. on a new molecular entity that is on the market or might 
be used m pregnant women that otherwise was not studied We are 
.omewhat on the alert for this tvpe of reaction, whether we get it 
or not 

Mr Wau;rj*\ But \our primarv source for that, or cerlainU a 
major source tor that would he from the manufacturer 1 He, ot 
course, is the place that the person who is surprised b\ an experi- 
ence wnuld k r o first and ask 1 gather, and it is \er\ important that 
\.»u receive those reports* that the manufacturer becomes aware of 

Dr .Jonks Y**s. that is correct And, some of these inquiries come 
m as mqmrie- rather than strict reports We are cognizant of that 
dilemma and current!* have revised our reporting form for the 
mtiuslr} and also are de\ eloping guidelines to clanh that 

Mr W a l< * r h N \\h\ i- that a dilemma something coming in as 
an inquirv 

Dr Junks Sometime- it iom»s m a- o question ha\e there boon 
an\ case- of -uch and su( h ' 

Mr VV4M.RHN Would the law require the manufacturer to report 
that' Would the law require the manufacturer to report to the 
H>\ an instance where thv manufacturer become aware of some- 
ones belief that an adverse reaction wa- experienced*' 

Dr JoNF'S The regulations require that if the manufacturer is 
,iw in- of an ad\ew experience the\ are required to report that io 

Mr WAi'.Ki-N i am curious as to the difference between an 
mquir\ and their being aware of an experience and whether or not 
v\>* are losing reports beiaus** the\ ma> be treated a* inquiries b\ 
the manufacturer hut not knowh-dgeoi e\per t em e I hat is re pi i red 
*o f>e reported tut he FDA 1 
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Dr Junks Congressman, we are concerned about the same thing 
which is why we are current In making very .specific guidelines with 
respect to that specific :: *ue, which will essential!) request that an 
inquiry be followed up by a request for information, if an experi- 
ence, in fact, is the basis of that inquiry 

Dr Hayes A word, if I may. Congressman, on this one because 
you put your finger on ne of the biggest problems in all of clinical 
medicine and clinical pharmacology , that is when is a druganduu-d 
adverse reaction really a drug- induced adverse reaction 9 One gf the 
biggest problems we had in hospitals left* vears, and still have on 
that side of it as a clinical investigator and a hospital clinical 
pharmacologic, was be.ng sure on the one hand that some truly 
drug-induced adverse reactions went unreported, the very thing 
you are talking at a different level in terms *of the inquiry rather 
than the adverse reaction report 

Equal l> a problem in terms of any meaning! u I analysis and 
subsequent action is that every time somebody thinks there might 
he an adverse reaction or something changes in a complex individ- 
ual or sornebodv thinks f hat maybe something could happen, that 
it is put down as a posi adver-e drug reaction, because on that 
basis one could be afrav. to Use a drug or ro use it in patients 
because of all the adverse reactions, and they are not really there 
And in anv hospital, anv hospital clinical pharmacologist will udl 
vou this the hardest thing is not to got people to write something 
down, it is to write down something /hey are rather sure about or 
that they have checked on in a patiort To put down that sornebodv 
developed a headache a.ter they took a particular drug is no help 
in assessing the headache potential of that drug unless you find out 
if the patient ha- a brain tumor, hypertension or is taking six 
other drugs And hat i- a verv real problem that vou put your 
finger on and it ia>r». both wa\s, and there is no wav to presume 
! hat thev canee! nut 

Mr Wai.<.kfn At th j s point in the record, without objection 1 
would like to minHia* ii copy of a letter that vvas from Lucy 
Bucklev at (In' v s Hospital that I believe the committee does 
have a copy ol »*ad\ 1 think it goe^ right to this pumt where the 
manufacturer was made aware and this has to do with Bendec- 
tm — the manutai turer 3 was madt aware ol a study in which the 
tondut-tur «>f the tudv telt trure wa^ an extremely nigh incidence 
>»r tertainlv it raised tifea* question about whether or not Bendec- 
fm wa- related o> the taniiai malformation*-, as I understand it 
th it were discovered in this -.tudv Yet I am positive that was 
nevei ref :irted to the VD \ even though it involved some !,onu 
■r« iderji(»s ,jj h».art d»' f »ii- related in this or raided the question of 
whet in*" Hi Kit 1 si line ; • H m i h* art defects were related to Bendectm 
Vnd t'ns >r if) rnv view wa*- tarefulK written hv a lawyer in th< 
• ^mpanv t< throw the hail hack to the person douiL t hi sludv in i 
-Aav that 1 ^afv th**r# w «*- ri*i obo^ation n» re;i*at thi- to iv- V\)\ 
t • taa-i' ' he H)\ a.i^oo a;f-a mH i 
1 h* i >: r, if: -t ». : a- 
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Mr. Walgren. Are you aware of thi« letter, Dr Jones? 

E)r. Jones/ I just became aware of it about :> to fi months ago but 
that was the first time we became aware of it. It was subsequent 10 
our study of the Bendectin defects 

Mr. Walgren. But the letter was written in June of 1977 so it 
has been several years without the FDA having knowledge of that. 
Is the information in that letter the kmd of information that you 
feel the FDA is required to have by law? 

Dr. Jones. Well this is something that Dr. Hayes has just ad- 
dressed It is a dilemma because— a dilemma further emphasized 
by Dr. Slones testimony, the reporting of an event which, is tempo- 
rarily associated with a drug does not necessarily mean that there 
is any causal relationship. So there is a great deal of ambiguity all 
the way from the observer, that is the physician, on through the 
chain as to whether there is u causality inference We have chosen 
to say we would rather make the causality decision because we 
basically have a^rocess by which we look at drugs and events in 
an agnostic fasfuon and then try to make some inference? 

Mr. Walgr/en dtven the fact there is a great deal of ambiguity 
the question ihen arise* as to who is the proper one to resolve tint 
ambiguity? Would you agree that certainly the manufacturer is not 
the one to resolve that ambiguity? 

Dr. Jones. We made a general policy to request the manufactur- 
er to report all experiences to us in the precise language, recogniz- 
ing this ambiguity isMie. Making the point o! decision at the FDA 
rather than the manufacturer. 

Mr. Walgren How long has that policy been in effect 9 

Dr JoshS Since 1 have been there, for II years approximately 

Mr Walgren Three years? 
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Dr Jones I think that has been a general policy prior to my 
coming 

Mr Walgren Then the question arises as to whether the FDA 
has the ability to go out and see whether that policy is being * 
enforced or not, or followed, rather, and it would seem to me that 
when we have an agent, that is, the manufacturer, who we all 
know is not the person that we would put this burden on, then 
there must be some independent look at the question of whether 
all proper reports are in fact being forwarded to the FDA* Certain- 
ly we would do that where there is a substantial amount of contro- 
versy or smoke Would that be your feeling, Dr- Hayes 7 

Dr Hayes I think it is very important that we get the 
information The question is how in fact does one get it, police it, 
enfoice it' } How does one know where to look? I quite honestly do 
not think most manufacturers have warehouses full of hidden 
information I think, on the other hand, there is no question that 
every event that ought to be reported for our judgment is in fact so 
reported I think it is somewhere in the middle 

But I do not have any quick answers I certainly do not have 
adequate resources to go out and start digging for every possible 
event, either at the level of the manufacturer or at the level of 
doctor-patient or hospital-patient interaction 

Mr Gore If the gentleman will yield Do you think you need 
more resources, to evaluate that information 9 

Dr Hayes Not to evaluate the information when it comes; I do 
not know If it turned out that there w f as a lot that we had not 
.seen, then that might be very true I cannot give you any sugges- 
tion on what resources or increased resources would be neededjo 
go find that information 

Mr Go re But you do think you need more 

Dr Hayes Well, you would need more if you increased it be* 
cause there is onlv so many things that could be done 
Mr Gore Do >ou think you need to increase it? 
Dr Hayes I am not sure— I think it has to be increased, I don't 
know by what magnitude 

Mr Gore Then why o.J you cut this item ift the budget from 
$1 o to $1 1 million 

Dr Hayes Because we do not have any authority now to go out 
and dig the information We are talking now about extramural 
work that is used for developing information and assessing it and 
making decisions based upon it- 
Mr Gore This is the extramural research budget item, isn't it*' 
Dr Hayes. That is right But an extramural budget is not the 
same, if you will, as a force of detectives or a whole new system to 
go out and see where the information is or to go to hospitals and 
set up whole complete adverse reaction reporting systems I can 
tell you nobody to this date outside the Government, let alone 
inside the Government, has found an adequate adverse drug reac- 
tion reporting system And some very intelligent and experienced 
people have tried 

Mr Gore Well, it woii'd make sense 1 to do some more work, 
then, to try to develop that, wouldn't it'* 
Dr Hayes I think it would be delightful 

Mr Gore Whv are vou cutting the budget in that category'* 
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Dr. Hayes. Because I have only so much money, and as the 
money stays the same and the job gets bigger, I have to decide 
where to put it. 

Mr. Gore. Whv don't you reallocate it from some other area 
then? 

Dr. Hayes. Because I am afraid those concerned about those 
areas would ask me why I had done it The priorities and distribu- 
tion of money has to be made, and when there is relatively less 
money for the same or even an expanding job, one has to make 
decisions If you have to cut all around, I am afraid that is the 
realities of the situation. 

Mr Walgren. Will the gentleman yield? 

Mr. Gore. Yes. You have the time 

Mr. Walgren. I certainly know that there isn't any way that we 
can examine every manufacturer, but would it make sense where 
we are investing a great deal of effort, even the convening of 
special councils of experts to look into a specific drug, that the 
FDA make a particular onsite evaluation of whether or not, in fact, 
you have all the data you expect to have on any given drug? In this 
instance, we are not talking about 50 manufacturers, I am sure. 
This instance is just a way I would like to, as a consumer, know 
that the FDA was taking the individual initiatives so that I knew 
the Government wasn't being sort of— I don't know what the word 
would be— led astray or not fully informed where it really counts. 
Wouldn't it be appropriate regardless of what your budget is, that 
when you have an issue tnat you are investing aggregate deal of 
resources in and it is a very important and broadly used question, 
in this instance Bendectin, that you make a specific evaluation of 
whether you have received all the necessary ^ata that you expect 
from the drug manufacturer 0 

Dr Hayes. I think that is very true, and I think in specific cases 
we not only can do it, but in fact we have done it. In fact, there 
was some concern because of physicians' spontaneous reporting on 
liver toxicities with a diuretic drug that was marked a couple of 
years ago — the generic name is ticrynafen — because we had con- 
cerns about this, the timeliness of reporting, adequacy, so on, we in 
fact did what you are suggesting. So it*$gn be done. The mecha- 
nisms are there. I think we are not quarrenng at all about whether 
it is a good thing It is a question of deciding on which drugs and at 
what stage you go out and do it. I wouldn't agree with you more. 

Mr. Walgren. I would just like to draw your attention to, in 
particular, Bendectin in this instance. There may be others, but I 
know about this particular drug and I know that Dr Jones, at 
least, has had the benefit of evaluating this letter that raises the 
direct question' There are other reports that we feel were not 
forwarded to the FDA that would, i think, direct your attention 
even more toward Bendectin. So I would like to encourage you to 
follow through on that approach 

Dr. Hayes 1 appreciate that Congressman 

Mr Walgren Thank you 

Mr Gore Dr Jones, do you think the company violated the 
guidelines that would require them to report such a communica- 
tion to the FDA ' 
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Dr Jones. I haven't looked at this communication for several 
months My recollection of the communication, direct communica- 
tion, would suggest that— I <don't want to directly answer that 
without looking at that communication. The cor unication was in 
the form of an inquiry My understanding is i .at the company 
interpreted th^t as such and did^ot .nterpret it a* a drug experi- 
ence report. Had we known of that we would have considered that 
a drug experience report. 

Mr. Gore You know, there are 770,000 pregnant women in the 
United States who take this drug every single year There is no 
good epidemiological study that can answer the questions about it 
that we know about, and we are refusing to, for the time being at 
least, to tell American women directly that there is a risk associat- 
ed with it and we are reiving on the company to report instances of 
adverse effects 

Here'a doctor writes afyout numerous cases and— let me see— the 
company says, you are wrong, don't worry about that, this is no big 
deal. The regulations supposedly require the company to inform 
FDA about reports of this kind FDA finds out about it. nothing is 4 * 
cfrne Nothing is done Did you make any inquiries of the general 
counsel, for example) as to whether or not the regulations might 
have been violated fy their withholding of this adverse report 9 

Dr Jones Our interpretation was that that report— the interpre- 
tation of the current regulations and readmg of the current regula- 
tion is suph that an inquiry could be construed as an inquiry and 
not a drug experience We have currently taken steps to rectify 
that That is^our current approach, recognizing that type of ambi- 
guity shouldn't occur 

Mr Gore OK. With your indulgence. I am going to recess for a 
few minutes There is a vote on the floor Then we will try to wrap 
up as quickly as possible 

Mr Shamansky is on his way back over here and he will crank it 
up 

[Recess ] 

Mr Shamansky Movfrtg right along, Dr Haves I was hoping* 
Mr Scarlett was here I am sure he will be back 

The reason I was hoping that Mr Scarlett would be here, maybe 
he can advise you on it I remain somehow or other skeptical, if not 
incredulous, about the apparent inability except beyond reasonable 
cause to prepare a list of drugs that would affect the fetuses ,of 
pregnant women And I am just— 1 cannot see, I cannot imagine a 
court or the House of Representatives, itself, denying or overturn- 
ing 4* subpena from, say, this subcommittee and committee, to the 
Food and Drug Administration seeking that information 

Dr Hayes You mean just a list of all the drugs that have an 
indication in pregnancy? Or contraindications 0 

Mr Shamansky A couple of the witnesses today have said they 
have sought what they thought was reasonable, and it struck me as 
reasonable, and obviously I have the tremendous disadvantage of 
not being the director of the Food and Drug Administration as you 
do You have that great responsibility But at some pointer an- 
other each of us has to say, gee, what sounds sensible, what sounds 
reasonable' And it didn't occur to me. still doesn't, I hate to tell 
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you, occur to me that with some reasonable effort that such a list 
couldn't be determined 

Dr Hayes Such a list could be determined. Congressman, for 
that as well as for 100 other areas, drugs that are a, problem in 
pediatrics or interact with another We have been asked for such 
lists or parts of such lists for various indications and contraindica- 
tions and warnings and the like If I had the facilities and the staff, 
one could program a computer and put this information in and 
bring the information out in many different ways If there is sig- 
nificant interest and a realistic expectation that a list of all the 
drugs that have been indicated in pregnancy and those that have 
been contraindicated— that is, something that is positive data— if 
there insufficient indication and expectation of its use, then the 
list can be v generated I am not sure doing it through the computer 
would be the most cost effective way It might be better to sit down 
with a PDR and just go through it page by page with a pencil 

Mr Shamansky If you notice. I didn't suggest that the computer 
was involved or not involved Ultimately someone tells the 
computer what to do. so I think you start with people Since we are 
honored to have you here today it was logical to start with you 

The reason I am responding in the way I am is my hope that the 
medical profession, and I am including you and your agency in 
that, the health professions, can achieve a lot more by cooperating 
than getting the feeling us if they were with an adversary position 
I, frankly. Doctor, am uncomfortable with the'jdea that the public 
feels, the concerned part of the public feels that they have to turn 
to the Federal Government for assistance here My theme has been 
consistently today what is the medical profession doing on its own. 
academic medicine, organized medicine, and I would hope that that 
is the kind of a thing that could be done voluntarily, with sort of 
an outgoing open attitude on the part of your agency, which is 
apparently a key element in this cooperative venture that I like to 
think we are following 

Dr Hayes 1 could not agree more, and I hope that there is not 
Or, if there is. that we can resolve any adversarial or arm's length 
relationship between the Food and Drug Administration and the 
m*.dica! profession Quite obviouslv as a physician-Commissioner it 
makes me something a little less than schizophrenic I think it is 
important th; v t we work together There is clear lv enough work to 
be done and there are some very real problems, and the best way 
to do it 

Mr Shama\sK\ 1 hope, just my own personal hope that the 
whole question of the information with the Food and Drug Admin 
istratfon has. par excellence, certainlv more than any other entity 
in th^country with .respect to the eHect of drugs on children, on 
fetuses and their mothers, that your agency could do its best in 
that area 

Dr Hayks 1 appreciate vourioneern Congressman, we certainly 
will 

Mr Shamanskv Doctor throughout our investigation, it has 
become clear that ont of ttie major problems in dealing adequately 
with the effects of drug*, in pregnancy is the lack of adequately- 
predictive animal data, the Uk of teratology I know thftf your 
agency ^ investing -ore** monev, at the National (enter for Toxico- 
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logical Research and through the national toxicology program test- 
ing chemicals and developing methodology. I wonder if you would 
tell us what drugs you currently are testing within NTP and why 
they are being tested, and what additional drugs you would like to 
see tested 0 

Dr Haves At this -tage. Congressman, it is not a question of 
drugs, it is a question really more of chemicals, not necessarily 
those u>ed for human drugs This is a methodological search and 
evaluation right now I would be happy to give you a list of the 
compound being tested Some of these are in fact drugs that are 
u^ed in human- I v\ould be happy to mention them if you like 
Chiorf>roma7ine hydrochloride is one Hydrochlorothiazine, a di- 
uretic i> another Oxy tetracycline, which is a broad spectrum anti- 
biotic, probenecid, which is used in certain problems such as gouty 
arthritis, sulfamethazine, which is a sulfa drug, and caffeine, which 
is found in a number of over-the-counter analgesic preparations 
That i> not an exhaustive list Sorge others are being used because 
chemically we hope they will bring some benefit in the methodolo- 
gy 

Mr Gore We are going to have two additional votes in a row 
We would like to >ubmit >ome additional questions for the record, 
Doctor, and in* the remaining 7 minutes or so try to ask some more 
At the time I left for the last vote. Dr Jones, I was asking about 
trV apparent withholding of data from the FDA by this company 
Would you agree that they have withheld data on alleged adver- 
sary actions, Bendectin, which should have been reported to FDA 
Dr Jones As I said, our current understanding of" what we 
would like now. that would be the type of information we would 
like I woul(i say at the time we received it was after we haddone a 
fairly thorough look at all of t* e epidemiologic studies on Etertaec- 
tin at the time So we were able to address this This is a very 
^enqral letter Also, the patients involved in it were part of a study 
which is one of the epidemiologic studies that addressed it So we 
were already aware of the issue by the time we received it 

Mr Gore Dr Hayes, some of the labels on drugs approved by 
FDA appear t,o be quite misleading to pregnant women They say, 
'or example, that this medication should not be used — is not ap- 
proved for pregnancy except during labor, and the implication is 
that it has been examined for use during labor and that risks have 
been assessed, quantified, and evaluated and that the patient is 
being told that the risks are acceptable, when in fact the FDA has 
no idea what the risk 4 - are 

Dr Hayes I do not think that ts quite true that we do not know 
what the risks an 1 It is * st that it is a different circumstance If 
vou are talking about using a drug in labor where there may be a 
specific medical indication for its use at some other time when the 
risk benefit would be quite different since the indication would be 
quite different I am not suggesting that all of our labeling for 

physicians, whkh is the labeling 1 believe you are referring to 

Mr Gore Yes 

Dr Haves i continuum; Is as clear as it might he and could not 
he improved We attempt to do this all the timn I think what is 
meant there seems to be reasonable clear because labor is a differ 
ent circumstance than other use^ for such a drug 
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Mr Gore. But the indication is that it has been specifically 
approved for that purpose. , 

Dr Hayes. Indeed tke drug may in fact be approved tor that 
purpose. Perhaps I misunderstand your question, Mr. Chairman 

Mr. Gore. What drugs are approved for that purpose 9 

Dr. Hayes. Which purpose are you speaking of? 

Mr Gore. For use during labor. 

Dr. Hayes. There are a number of drugs. Certain local anesthe- 
tics are used during labor. m 

Mr. Gore. No, no, no. Which are approved by FDA for use during 
labor? 

Dr. Hayes. That is what I am addressing 

Mr. Gore. Go ahead. Can you supply that for the record? 

Dr Hayes. Surely. 

[The information follows:] 

Mr. Gore. Under what conditions do you believe it is appropriate 
and necessary for the agency to ask industry to undertake followup 
epidemiological studies? For example, let's take the drug Ritodrine, 
the labor-delaying drug. We heard testimony this morning from an 
eminent obstetrician from Johns Hopkins who believes that the 
risk/benefit ratio on this drug m#y be fairly narrow, to say the 
least. I understand that you have tt arted some followup epidemio- 
logy on this drug and that you wert tracking it carefully. 
What other drugs currently on the market have this kind of 



risk/benefit posture and what wot 
pulled a drug like Ritodrine off the 
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Dr Hayes. I think before we pulled a drug like this off the 



market there would have to be* 



you have to find bfefore you 
rket? 



ficient data to suggest* that it 



was a drug that should not be llsed in terms of benefit because of 
the risks that had been demonstrated. This drug is used for a very 
specific indication, and that is to prevent premature labor. Clearly, 
if this drug was shown in a surveillance or epidemiologic study or 
evaluation that it damaged the fetus, then it wouldn't make very 
much sense to use it to prevent premature— spontaneous or prema- 
ture labor in spontaneous abortions. So the kind of drug is impor- 
tant. This particular drug is the only one indicated or approved for 
that specific indication So one cannot generalize about drugs for 
different indications or to be used for different reasons. 

Mr Gore. Yes. Under what circumstance would you consider 
asking the industry to undertake followup epidemiological studies 
as a condition of approval? You are cutting the budget for vour 
own epidemiology. You say the need is there and you ought to have 
more information but you are simultaneously cutting the resources 
necessary for that purpose You say the patient ought to have more 
information, but you put a hold on the only ongoing effort that 
would provide the patient with more information. 

Under what circumstances would you consider asking the indus- 
try, which after all makes lots and lots of money on the sale of this 
stuff, to undertake— not only to comply with the regulation itself 
on reporting adverse experiences but to affirmatively undertake 
followup epidemiology? 

Dr. Hayes. I think probably in terms of priority it would be those 
drugs that we believe would be used for a prolonged period during 
pregnancy, because the best evidence is, and 1 think it is also fairly 
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logical in a predictive wa\, that these are the drugs that would be 
most likely to cause long-term effects if indeed they caused them at 
ail, rather than one that is used literally for five minutes or fo 
hours at the time of labor or at the time of delivery Clearly 

Mr Gore Now on what basis do you cull out the neurotoxic 
effects and assume they have no real cause for concern** 

Dr Hayes You rtean acute neurotoxic effects' 1 

Mr Gore Long-term neurotoxic effects 

Dr Haves It is not a question of saying they don't mean any- 
thing I vsas responding to your question as to what sorts of drugs 
would you schedule for long-term testing 

Mr (jork Yes 

Dr T > I think the criteria, at least for priorities, it would be 
hk*- a, tn terms of every thing, but I think in testis of priority 

Lutena, those that are used for a prolonged per^a during pregnan- 
l\ and especially those that have a wide use Now what data vou 
t,"ut from >uch surveillance or epidemiologic studies would then 
have to be analyzed by the best methods available I don't think 
vtu would cull out am neurotoxic data If you saw neurotoxicity, 
then vou would use your best epidemiologic and statistical weapons 
lo -o* :f \ou really thought it had been caused by the drug As we 
heard Dr Slone say today, that is not easy, but there are methods 
<kh a> hi> ca.>e method where this could be done 

Mr (JoRt OK I appreciate your willingness to come today and 
to answer other questions for the record We intend to pursue this 
matter 

Mr W a u.ren Would the gentleman allow one further short 
pur -uit one further question 0 
Mr ( ioRE Very quickly 

Mr Wau.ken Dr Hayes, we talked about the possibility of 
nqume^ that the FDA would want to have forwarded on to the 
FDA that might not be by manufacturers 

It is my understanding that the frequency of t hi:, is quite high 
with respect to Bendectin It is also my understanding that the 
•ompanv keeps a docket of aii the initial receipts of experiences, 
hut then not ail of them are forwarded on to the FDA because 
M>me are treated as inquiries and others are not treated as inquir- 
ies and those would be forwarded on 

Now the FDA has been operating undei 1 policy, as I understand 
f hr testimony of Dr Jones, for several year^ where even inquiries 
.ire to be forwarded to the FDA Is that correct, Dr Jones 0 

Dr Jo\fs Our hope is that is the case, yes 

Mr Walorkn Yes Now my request is that the FDA compare 
:ho lo^itook that is kept by the manufacturer n* this particular 
drug with your recorded FDA adverse expenent eports It is a 
wr\ simple one-trip ministerial function, perhaps, could be done 
\or\ conveniently, to see whether that policy, that you have stated 
to tho committee has existed for this period of time, has been 
ioi!*»wH in this case f would sleep much better. I am sure preg- 
.1 women would sleep much better knowing that was in fact the 
uiv Ton Id you help me with that particular 0 

Dr Hayks I will do my best and see what authority and what 
possibilities there are Hut as you po *e it, it certainly seems like a 
r* .e»t mahle i ompariM>n 
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M' ( r\ > k t Thank v-u Th.aik % ail r v >r i.-nui^ here toda\ 1 
u-t -a\ I ha\e been impttNM'd that Mr- Haire and Dr Btackhdl 
uere the onl\ two witness U>da\ who -eemed to perceive an 
urgent \ in tin- um 1 oi diu^ durum pre^nanc\. Our other witncw^ 
haw* all sliarnl two l har.n lerhtk" the\ Luk that sen>e oi ur^encv 
and -nmt' mm- liMle pt< -Ifm 1 am not a M'lentM and can t evaluate 
iht evidence t«> determine acunanh the demee oi n^k involved 
[.■if aii wit new* here uniee Mi.it then- i- Mime r i^k I rnu^t -a> 
!»ni 1 arn *re,itl\ i.»n» rail at the lack o! ernpathv I beiuve v*e 
n, Ust ,in r llon . I r.ta a pursue tin- i^ta- to see that the 

j» 4 hi.i i- t, r i\*'" th» h«'he! ' i ' l M- il'iuht r t ,Th«i than ih»» nthn 
I lpanN in\auni 

I vs , L ii,j :,k. h- T h ir'k 1 pat-}/'. ' t! ht- mrv 
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